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UNITED STATES DISTRICT OOURT 
NORTHERN DISTRICT OF NEW YORK 


~cecscsainctesinasaenuisataectsctcaieancacacaanaee nee aiet ae 
MALACHY J. SMYTH and LUCY SMYTH, 
Plaintiffs, 
Vv. : Civil No. 71-CV-412 
THE UPJOHN COMPANY, 
Defendant. 
——— 
The following is portion of the proceedings held on the 22nd day 
of January, 1975, at the United States District Court, Utica, New York, 


before HONORABLE EDMUND PORT, United States District Judge, and a Jury. 


APPEARANCES: 


COUPE, COUPE & MATT, ESQS. 
J. LEO COUPE, ESQ. 
Of Counsel 
Attorneys for Plaintiffs 
106-110 Paul Building 
Utica, New York 


KERNAN AND KERNAN, ESQS. 
JOHN HUNT, ESQ. 
Of Counsel 
Attorneys for Defendants 
First National Bank Buildirg 
Utica, New York 


(The following is a portion of the direct examination of Dr. Robert B. 
Wallace.) 
BY MR. COUPE: 
Q Doctor, I show you supplement C of 1970 to the same Physicians Reference, 
and ask you to read the warning section. 
MR. HUNT: Excuse me. Is that marked? 
MR. COUPE: That is marked. 
MR. HUNT: I object, Your Honor, that was not received in evidence. 
MR. COUPE: Very well, I will offer it in evidence. 
MR. HUNT: I would object to it as irrelevant. 
THE COURT: Didn't I pass on that? 
MR. HUNT: You did, Your Honor. 
2 THE COURT: May I see it? 
MR. HUNT: At the time you said there was not sufficient foundation. 
THE COURT: All right. What is the purpose of it? Do you want me 
to withdraw the jury? 
MR. HUNT: I would think so. 
THE COURT: Step up to the bench. 
(The following proceedings took place at the bench outside the 
hearing of the jury.) 
MR. COUPE: I have briefed the question because of the Incollingo 
case, the Pennsyivania — 
THE COURT: Now the Incollingo case, the purpose of this was to 
show the relative ease with which it could be amended, but you are not 


ie offering it for that purpose and I don't even know that is a question 


here, and the trouble with the Incollingo case is that fran the case 


itself there is no way to determine what the facts are, except there 
is a conditional warning given at a later date, and the court said 
that it was such a simple matter. 

Now, I don't know, for instance, it could have been the situation 
where it was sufficiently serious as to require telephone calls, as to 
require situations that arise where there was a sudden epidemic that 
could require calling up these people, taking the stuff off the shelf -- 
taking it off the shelves inmediately and sending telegrams to the 
Goctors to stop prescribing it, recall all your prescriptions, broad- 
casting to the pharmacies not to fill prescriptions. I don't see any 
such thing here. The only thing I see here is an effort — you have to 
balance the prejudice that is going to be created against the defendant 
and weigh it on those scales, I can't see the worth of it. 

MR. UPE: Not weighed on that scale, not on those scales. 

THE OOURT: The fact that you start with the premise that -- the 
statements later are inadmissible as a matter of public policy. Now if 
there is samething that outweighs that public policy — 

MR. UPE: Could I argue this formally? I would like to make a 
record on it. It would be fairly lengthy. 

THE COURT: I am afraid you are prejudiced on a verdict if you get 
one. 

MR. COUPE: I don't want to make an argument in fro. of the jury, 
I want to make an argument outside of the jury. 

THE COURT: You want to be longer? 


MR. COUPE: Yes. 


THE OOURT: All right. 


The jury may step down. 


(The jury was excused and the following proceedings took place 


outside the presence of the jury.) 

MR. COUPE: Your Honor, at this time I would urge that you admit 
into evidence subsequent articles of the Physician's Desk Reference which 
show an increase in the warnings in the — between the years 1970 and 
1974, 

The Court in Incollingo against Ewing, the Pennsylvania case which 
Your Honor has been referred to, states that although precautions taken 
after the acts complained of are inadmissible for the purpose of proving 
antecedent negligence, such evidence is admissible if competent for any 
purpose as long as it is so qualified by instructions to the jury. 

Now among the cases which I have cited are a case in the New York 
Court of Appeals, Miller versus the Ocean Steamship Company of Savannah, 
118 New York, 199 in which the Court of Appeals held that where the 
plaintiff's injury was caused by the breaking of a stick used to hold 
a pulley block through which a hawser passed, it was proper to permit 
the plaintiff to prove over objection that immediately after the accident 
the place of the stick was effectually supplied by one of the capstan 
bars which were near in order to successfully complete the operation 
first intended. 

Also in this state it has been said that a well known exception 
to the general rule is that evidence of remedial action is admissible 


to show that it was possible and practical to have avoided the accident, 


although the court must instruct the jury that remedial action is 


not to be considered an act of negligence, and I refer Your Honor to 
17 ALR 61, and 64 ALR (2d) 1315. 

And again this doctrine has not been closely followed in modern 
times, it is an old doctrine and the courts have sought exceptions to 
its application. 

Now, as Your Honor pointed out, the reasons that were given in the 
old cases were that to allow such proof to be given would be against 
public policy, and I should like to point out to Your Honor that there 
is one well known exception, and that is where it is used to prove 
that the defendant had control of the instrumentality which caused the 
negligence. 

THE COURT: I am familiar with that. We don't have any question 
of control. 

MR. COUPE: But if that were so, if public policy were to be 
supreme, even that exception would not be allowed. 

Now let me point out to Your Honor further that the FDA regulation 
under Title 21 of the United States Code, and that is Section 1.106, 
requires full disclosure by drug companies to dispensing physicians 
so that the physician may protect any person who consults him against 
an adverse reaction. 

The Section states that labeling on or within the package fre 
which the drug is to be dispensed must bear adequate information for 


its use, including indications, effects, dosages, routes, methods and 


frequency and duration of administration, and, I emphasize, and any 


relevant hazards, contraindications, side effects and precautions 
under which practioners licensed by luw to acminister the drug can 
use the drug safely, and for the purposes for which it is intended, 
including all purposes for which it is advertised or represented. 

Tne leading textbook in this field written by — 

THE COURT: Do you have a case that — I have been unable to 
find one, I am not acquainted with a case that affords a civil 
action by reason of the violation of the Food and Drug Act. 

MR. COUPE: I have not been able to find one. 

THE COURT: Well, then, the Mer 29 case, the Court specifically 
eliminated that question from consideration. 

MR. COUPE: I think that the Court has to interpret the regu- 
lation, and I believe that this regulation makes it incunbent upon the 
drug companies to report everything which they know about a drug to 
the FDA, and I think that the purpose of the entire statute is to have 
the medical profession sufficiently waxned. 

Now my offer of proof is this, based upon the adverse reactions 
which Dr. Wallace has examined, that in his opinion the warning which 
existed in 1970 following the taking of the drug by Dr. Siyth was 
insufficient, because it merely mentioned an acute colitis; that the 
warning which was mentioned in 1972 and which is in large blocks — 

THE OOURT: Well, let's get the record straight. You have 
offered Exhibit 114, what is that? 

MR. COUPE: 114 is a supplement, 1970 — 


THE COURT: 1970? 
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MR. COUPE: This came out sometime in 1970, following br. omy th's 


taking of the drug. 
MR. HUNT: Excuse me, what are you referring to now? 


Mit TTD + m1, . 7 \. £o4IOT 
MR. COUPE: ihe suppiement of 1970. 


THE COURT: All right. 


MR. QCOUPE: Now my point is this. Mr. Hunt has made a great to 


do about the words "enterocolitis" and from the year 1970 until today 
the adverse reaction section reads the same, it is "gastrointestinal, 
gslossitis, stomatitis, nausea, vomiting, persistent diarrhea, entero- 
»litis and pruritis ani."' This is the same thing in the adverse 
reaction section except that in -- 
THE COURT: ‘The 1970 adverse reaction, I think, is more condensed, 


isn't it, stomatitis, nausea, persistent diarrhea, enterocolitis and 


pruritis ani? 


ac \T Ty 


MR. UPE: Those are the save. Every year it is the same, so 
my argument is this, and it has been demonstiated to be a valid 
argument from the cases, that they have watered down that portion 
of the PDR so that it is meaningless, and the one which they con- 
centrate on is the warning section. 

Now the warning section has been changed over the years so that 
we have a warning section in 1972 where there xre heavy block ietters, 
that is at page 1459 of the 1972 PDR. 
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MR. COUPE: I will have Dr. Wallace testify that in his opinion 
the warning which existed in 1970 was insufficient. 
THE COURT: All right, great, that puts you in good position. 
* MR. COUPE: He will testify that -- 
THE COURT: I am talking about this supplement, what use is 
this supplenent to you? 
MR. COUPE: ‘To show that they should have used that warning. 
Really they should have used the warning they had in 1974. 
THE COURT: Well, — 
MP. COUPE: Sased upon what he has examined. 
THE COURT: ‘That is actually exactly what I am getting at, 
isn't that precisely what you can't use it for? 
MR. COUPE: If he states that in is opinion — 
THE COURT: But isn't that precisely what you just got through 
telling me, that you can't use subsequent repairs or subsequent 


& events to establish negligence? 
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THE COURT: For instance, in your Pennsylvania case they used 


it for one purpose, to show the simplicity with which it could be 
changed, perhaps a telephone call to get it out to the trade. In 
the after repair cases, as you have indicated, it is used where 
control is denied, it must be established, but it isn't used to 
establish negligence. 

All right, I will hear from Mr. Hunt so you can tiake a record. 
MR. HUNT: I believe I have briefed the point. 

THE COURT: Well, you briefed it, the court has made an argument 
for you. 

R. DUNT: Just as I said at the bench, this evidence carries 
with it a potential for prejudice which should not be in the case. 
It is apparent from counsel's statement that that is the use to which 
the evidence would be put. 

The adverse reactions are the same, the warnings, true, have 
added "acute" colitis. If on the basis of the adverse reports acute 
colitis should have been contained in the warning prior to the time 
that the plaintiff administered the drug to himself, that can be 
argued to the jury, but weigning the prejudice against the legitimate 
value of this evidence, I find it wanting. 


THE COURT: ‘The objection is sustained. All right, you have 


got a complete record. 


MR. COUPE: All right. Now, Your Honor, — 
THE COURT: Now let's get on with the trial. 
MR. COUPE: May I ask this, Your Honor? Would Your Honor pemmit 
ne to inquire of the doctor what in his opinion would be sufficient 
varning;? 

THE COURT: It probably requires a very liberal view of the 
evidence, but I will let you ask it. 

MR. COUPE: All right. 

MR. HUNT: Well, Your Honor, I would hope that the doctor 
would not answer what was subsequently put in, because I would move 
for the withdrawal of a juror. 
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MR. OCOUPE: He means the PDR's. 

MR. HUNT: In other words, I would hope the doctor wouldn't 
answer what they put in in their later insert. 

MR. COUPE: Well, you have ruled, Your Honor. 

THE COURT: Let me see, you are going to ask the doctor -—— 
after all, are we concerned with what the doctor thinks would be 
good? We are only concerned with what —- we have let him say that chat 
is what has been done was poor practice — now it doesn't make any 
difference wrat he thinks is good, does it? 

MR. COUPE: Yes, it does. 

THE COURT: It doesn't to me. I am going to reverse myself. 
Supposing he thinks it should be decked out in red, white and blue, 


who cares? 


MR. COUPE: The medical profession. 


Ti COURT: Yes, but it is the jury that is going to decide that. 

MR. COUPE: But he has to express an opinion to the jury. 

THE COURT: No, I won't permit it. have let it go as far as 
I will, you have made an offer of proof and I have ruled. 

MR. COUPE: Your Honor, may I have one more word? 

HE COURT: Yes. You a2 running out of words, I will tell 
you that. 

MR. COUPE: All right, Your Honor, in no way will he refer — 

THE COURT: No, I don't want to try this case over again, we 
have govten too deeply into it. 

MR. OOUPE: All right, I will take an exception to Your Honor's 
ruling. 

AIO IOAN 

This is to certify that the foregoing record is a true and accurate 
transcript of a portion of the proceedings had at the time and place 


noted in the heading her -: 


/s/ Martin L. Miller 


MARTIN L. MILLER 

Official Reporter 

United States District Court 
Northern District of New York 
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Information on these Upjohn products is based 
on labelling in effect on July 1, Furtier 
information on dosage and administration, 
effects, precautions and contraindications for 
these and other Upjohn proc Ss may be ob- 
tained from cither the package brochure or 
Medical Services, The Upjoiin Company, 
Kalamazoo, 


19069. 
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eumatie fever or mie me 
Vatients wilh ditniaisied ren: 
W dic nil me er wrapy i requ 
» divic i With severe impairmen 
function, au appropriate Gose is 
of that recomone a for patic 
is normally functioning! KIGHeyS, 
ltiow Supplied: 
les 
m *h capsule con- 
ta loride mono- 
hydra 50 mg. lincomy- 
cin in ol 
VO tae euch ecnpsule contains lincomy- 
cin hydrochloride 1 ydrate equive- 
4 alent to $00 mys. lincomyein in bottles of 
24 wnd 100. Unit-Dose Package Foil 


Strip of 100 capsules 
Sterile Solution, cach ec. contains lincomy- 
te eq 


30 bE 


> monohydri 


neomycin 


aleohol 9 


er for injection q.s, in 


2 als, and 2 ce. disposable 


2cc. a 
sVrinytes 


, cach ee, contains lincomycin hy- 


drochioride monohydrate equivalent to 


ru, 


Plaintiff's Exh/bit 11 (P. ?° 


Always consult Supplement 


wwe 


a 
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1CAd ee UIE UE LUM, 


LINCOCIN" 4» 
(lincomycin hydrochloride monohydrate, 
Upjohn) 


frescribing information for this 


w wes LISS-+4486 Of the 


ven revived and is Come 


followi 


Please 


i Supj woul © alongside product 
heading in the 1970 PDR, 


Description: Liancumycin, discovered arial de- 


veloped by The Upjohn Company 


biote proddced by Siveptomyeces Locoiiwnsis 


var, ncoliensis, Chemically is Gb-duleoxy- 


6-tidos-(l-methyl-4-propyl-L-2-pyrrolidineours 


i 
boxamide)-l-thio-D-eryihro-t-D-galaciooelo- 
PY CAAOSWE 

Actions: 


—Lingocin has been shown to 


Mocrobiolog 


be effective against most ef the common 
grum-posuive pathogens. Depending on the 
seositivil 


of The OF FA0ISM athe Conecuiralion 
of the antibiotic, ik nvay be either baciericudal 
or bacteriostatic, Cross resisiaace has not 
been demonsiraicd with peniciha, chioram- 


~? 


At FL I 


Di- Twhaihnst. TIA / 9 
Plaintiff's Exhibit 11A CP. a) 


ene c/ 1979 Cun 


) ‘ dospori i he of dosage form but oceasionall was jd cu to moderat 
% i rl cub chadle been reported lolowing Parenicrar Uierapy. cre wifechons VU Mg (2 ce.) silta 
Vi ‘ HS ul val wehivaly Vitho 1 Ho Cross seasiivily Sth Oler antie | Musculany vy 24 hours, Severe mfeciions 
it i | ta the macrol solic cuts has been demonstrated, a cares | —G00 my. (2 ec.) raitumuscuiany every 12 
yous 4 ‘ i “ Sow CTOs fui maquiry should be ade concerning pre- | hOUrs OF More OVican, 
i (w VOU) chung a | Vie sensiuvilics tO Urugs nd other aie) Chilucen over 1 mouth of ape: Mild io mod- 
i Con RLLOW s ocnicd c wS FU> | CT .) erdlely severe itifec K intramu har 
‘ 0 4 el ws ‘ A ¥ tor use ( 10.) very 
‘ ‘ nie . Ho Geveiy, ’ u MSI al aid 4 
es t ra “ Wien t ive , © 
; : A ‘ g. (5 mg./id.) every 
v > oF vive clunis, St hiyle CN ‘ " 
ex; nee is Obl i, Lincocia is 
v i Lincocin 4 n ow ‘ 
’ oy Vabba ‘ , ee ai 4 le c.) ‘ e 
"ree i ( omyon hows. bor witha 
i ‘ parel rok ee er ' c . 
, a is uniike that wn ‘ Mc), lake y diu Lincocin shouid | 
: © used wih caution i iin with aw his- | added to 250 cc. ore of Sj tt pylue 
1 as : ory of astha We significant aillersic Con Water oF OF line wad paven as 
“ ) share | bie seooh ants eos OCCUNONALY Fesulls in| an at ion. Wien doses of 4 “ys OF Lor 
: ‘ Pee ‘ rowth of noasusceptible orsanis —ia ywiven, Lincocin (imeomycin hydroui 
‘ v 4 A ' ur, IPPFOpPeiaue measures shoul ce. Ol itis Gal adiniustered 1 rate me 
is we \ ken. When patients wi pre-cxisuiny tO CAE luo ¢ per hour, Ciddcea over i 
: mF Crners vial datechious require Lincocin therapy Hheaih ov ue: iO t au i * diy { w 
. vi ‘ ’ relat iD) F iene CONCOMMINOAL ANtAOMAL tealment shouid | 60 by fi. 6 ) waviced amlo 2 oF 3 6 . 
f ( : ( tehad > shee ven do yavea as an infusion at 8 to 12) how 
P A é “Age htheriae we Duis: prolonged Linco herapy, periodic | | iva jie iaeihbod OF adininisifalou is 
pare pre iver function studies aad blood counts, the same as voiced above for aduits, 
Neeaes ib . uve Th ” ona naees Perrormed infections, ti 
Ba Step ; ai ‘ayy ( Miwe atlejuaie daia are not yet available in wed. in life- 
v er ow r dlemo is tlie | PCS will C-eNISUNY Liver disease, its ws much ws 
or oles Weve OTAnISMS OF HH SCTE PRLLICHES Ny THO Fees nded at afenterany lo 
this Gane Unless special clincal circumstances alts 
7 so inelicale ‘ih fet olylic sirepiococeal imfections, 
Naverse enchious: bic i Me maic foe AC isk 4 
Ww \ . Hiatt Gastrotatestinal—Ci ic +. Moma: nas el ohare eae Py as in da 
, Lctunate fever or plomeribonephiiis 
\ Nae vata nowtory a, Wersniatas crsisient AY enterocon- . si 
; ‘ a ora | US and procitis aa. (See ‘a Paiieuts wiih diminished renal functions 
\ a 
0 i ' Overy Of | MemopoieticmNeuts nia, leus Wien banged erapy POGUE bh ine 
; 2 i i iu io banulocytosis and thrombocytopenic p iv » With severe jpaiMment of 4 i 
‘ i ‘ ya i a © ¢ Nina have been reporied TUacbon, ah appropriate “ is 25 io 3 
‘ i i \ an : < that rece cad 6 palients wiih 
diy perseusiiiviiy Lypersensitivi 
A wute « KET - Y | porte ¥ iuachouy Kuiacys 
{ chous such as anyioncurotic eden, se- 
bd . ge ¥ sy Sick Sul VInTuib ane. have be ¢ Aiow Suppueds Lincocw os avaiubie as 
. . (bees: soaaet YC sO ol hia mM palienis Knowa Capsules 
pet visktier hove $f n we to penicilin, Tan allergic reac- 250 wy. VPediairie Capsules, cach capsule 
‘ ‘ ware th sore Stucmttleh Oecuy e diag should be < way 4 , cin e¥drochlomade iiowe 
* peat ‘ ed and tic usual a » (epinepar a equivaterd » HHO re ) 
= ‘ ‘ ' Will) PHCUINOCORRUE HICH . , TY) ’ ) 
¥ bd coms SEP OLS, aha eee) sue Ue ° ates ows bi) AeICS Ue at aes 68 
. vVulable for emergency treating. Peg CHEN 6 we cont 
i il i of a sing On P i drochioride monohydi 
-  Siin and Mucous aicmbranes—Skin ri %, 5 
( i kK wl vel a o lincomycin base S00 my 
4 cu mg Vaistililis adhd) fare PASTANCeS OF ¢ 
jae ith « t iev stings 3 ; ‘ thes o ana 100 
and sicuiobullous dermatitis 
‘ pL ar wh civhion atte Th Stevie Solution, cacn ce. contiins bacon 
reporte 
nay » dire reliatic > « . 
; i ) » lincomyein diss iret, al yi 
> i wocl (lacomyenn bydroctwotide mote. | 4 
ia ’ Hihsey Over & hi i - ' Viconol, Y myjtesu cu ans 
* : ¥ ! Valbate) to bver GYsSiloclian Has Ocen eslab a > a - 
i Oi dt { tancoon Cincomyes dl iavabien \ ; ly ‘ c sytingte, 2 ce, Vials, and 10 ec, vial 
i unde wnd abnormal liver sanction 4 
rochtoride nawoly pan SOO mi. of § ‘ : Syeu cach S occ. Cleaspooniily cooatuns 
? esis Cparticuhuly clevations of secu) trans 
ee led watie yields pee ¢ comyenn —bydrociiloriels Monohyadniie 
wiinase) bave Oeen Observed ii a Tew an 
prt jeveis ior le hours, Usanary ox. equivalent to womyenn bb ny 
‘ » trom 4.59 to JOS wreent : supplied ia G0 cc. wid pat 
U Cardiovascuiic — | s of hypotension 
wm: iva ave 
ollowings parenteral administration have Vivo capermcntie 
2 ’ ACE LUE, RUICE OE aes en reported, particularly atier too rapid Tine 
ti us jatoavendous adninisiratio: ri , F { 
; ' aves HOR IS | tiawenous Kare Wishanees oF etter Seoneness 
r i a cht condoapuine: ve been reported MEMOS 
indivatioos: Li IS -jaller too 4 us Diaisratio COCEKS vs aureus, Diplovacs 
(ie vu ’ Mh sul » Sve “DD vali piewinor Plospird pamona, i us 
1 ea , 4 I il. Pas if ‘ 
vs be ghee ' “ feeal KReactiots— Paicnis have cemon- bene in Aichsicla, Lasteurcta, Ese 
4 ! lhe vel rol fe 
\ . a ‘ i) m Vi ¥ | strated excedient Jocal tolerance to jintia- | Cemeonas, Salmonella and Shigella inte. OS 
! Ss Png ‘ . 445 be 
‘ ws Showla de peric ia musculady administered Lincocia Coacomy- | CMa obitahess ixpericnce ’ ‘ ot 
Linceocin bas Deen dean ited to be effec- im hydrochloride monohydrate). Reporis « Sicifiche Patignts feccving Wis doug revealed 
se tive ia the Grea Hol staphylococcal infees | pain following injection have been infre- | 80 Hb Clecis related lo pregnancy. 
ul min to other i tioned he ahah SUS= wer 
‘ ter datic  Staphylococeal siraias | Tatravenous adinieeastcation Lineocia in 
‘ uw irae have been recovered SO to SOO mi percent glucose if dis- 
re ame pPuinkiv studies should be leg w or nerd ine produced no 
z lo in COnpAeOn Wa Linco ecal initiation of s 
‘ it ease Ob Hero , isin t Dosage aad Aduiuistradion: 
. CUMIN: CE FEsLanee May OCCME CSCC” Oeul—Adults: Alild to moderately severe é 
laces one ) vin TUBES MLL Lae me PS SOO vias limes per OU iit. 
‘ ' yihear sieitel wi oiler athlae ! { 
‘ min silchiehlahte bal pProrsmately every S hours infec 
e ae : bi I tah le bas fie nea SOU log. of more 4 Wines per aay 
Contenmiicatiions: As Ww all airtyys, (he use (S00 ag. of more approxmmailey every oO 
Of donee os Comtivatadicatead 4 mHCrUS | hows). Childeen over Eo month of ayes 
peevinusty Lown be hyper sitive To Mild ta moderately severe infections—30 
dius, boos wot indicated aa the Geatmenat of | ng cay (iS wy./ib./day) divided into 
for Oacleral mbeebons OF Viral mibectons , or 4 equal doses revere infections-—G0 
Winwastaass Case ol severe and persistent | tyt/ki/day (30 my./ib./day) divided into 
CEE Ave A reported and have at , or 4 Catal qhases 
ties necessitated discontinuance of the drug, | NOE: Por optimal absorption i is recom. 
bins ol hea bas Deed occesmonuly associ- | aiended Out aothing be yiven by mouth . 
‘ied with blood and mucus in the stools and | except waler for a period of one to two 
has at times resuiled in an acute colius, The "eure. before and alter oral aamiusitaioa : 
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LINCOCINY ib 
(Lincomycin Hydrochioride, U.S.P.) 
Capsules, 500 mg. 
7100's 
Military Stock # FSN 6505-912-2404 
VA Stock # FSN 6505-912-2404A. 
Storiio Solution, 300 mg./mi., 10 mlz 
Military Stock # FSN G505-92¢ 4768 
VA Stock # FSN G505-943-4374A, 


Deseription: Lincomyan ilydrochloride is 


the sonohydratea aalt of iincomyecin, ® sub- 
naemoer 
of the lincolnensis group of Streptomyces Lin- 


stance produced by the growth of 


It is is 


white, or practically white, cryst illine pow- 


colnensis (Fam. Sireptomycetacene 


der. It is odoriess or has a faint odor, Its solu- 
tions are acid and are dextrorotry. Lincomy- 
cin Ilydrochloride is freely soluble in water; 
soluble in dimethyiformamide and very solu- 
ble in acetone 

Actions: Microbiology—Lincocin has 


shown to be effective ajainst most of the com- 


been 


mon gram-positive pathoyrens Depenaing or 
the sensitivity of Lhe orjaniam and concentra- 
r DACLOr 


tion of the antibiotic, it may be eithe 
cidal or bacteriostatic, Cross resistance has 
not been demonstrated with penicillin, chlo- 
ramphenicol, ampicillin, cephalosporins or 


the tetracyclines. Despite chemical dilTer- 
ences, lincomycin exhibits ant baclerisi activ: 
ity similar to but not ide riicai wit! the m 
crolide antibiotics (e.g. erythro 
cross resistance (with erythro vein) includ- 
ing A phenomenon known ag dissociatcd cross 
resistance or macrolide effect has been re- 
ported. Microorganisms have not deveioped 
resistance to Lincocin rapidly when tested by 
in vitro or in vivo methods. Staphylococci de- 
velop resistance to Lincocin in a slow, step- 
wise manner based on in vitro, seria) subcul- 
ture experiments. This pattern of reristance 
devciopment is unlike that shown for s'repto- 
mycin. 

Studios indicate thats ino on 


drochioride menohydrw. . / do. 


cin). Some 


gayein hy- 
share an- 


Plaintiff's Exhibit 66 (P. 1) 


tigenicily with 


iin compounds, 


Biological Studios In vitro studies indicate 


that the spectrum of activity inciudes Micro- 


coccus (Staphylococcus) aureus, Staphyloc oc: 


I ag . 
cus albus, $ hemolytic ptococeus, Strepto- 


coceus viridar Diplococeus pneumoniae, 


Clostridium tetani, Clostridium perfringens 


la) } y 
Corynebacterium diphtheriae and Corynebvac- 


um acnes 


NOTE: The drug 


fis now act.ve 


ainst most 
strains of Streptococcus faecalis, nor ayainst 


r ' " 
eria gonorrhoeae, Hemophisus tnfiuen 


or other pfram-nesative oO 


Humsms or 


Human Piarmacology—Lincocin is apsorbed 


yoa SOO my. oral Gose, reaching 
peak levels in 2 to 4 hours. Levels are miatie 


tuined above the C (minimum imbibitory 


concentration) for most gram-positive Or,An- 


isms for 6 to, 8 hours. Urinary recovery ol 


drug in a 24-hour eriod ranyes from 1.0 to Sl 


percent (mean 1.0) aller a singe eras Gose of 


500 mg. Tissue level studies indicate that bie 
i ) Important route oF exeretion, Sanieanl 
lovels have been demonatrated in bac mayer 
ty of body tissues. Although the arag in not 
in significant amounts in the apinas 


fiuid of normal vownteers, 1 has been CF 


onsirated in the spinal tluid of one patient 


with pneumococeal meningitis 


Patras (diinistraclion of a sinygie ao 


of 600 my. produces a peas serum lever abl i 


minutes with detectable leveis persistingy tor 


Urinary exer 


hours aller this dose 


“anges from 1.8 to 24 yorcenk GeAnNS bad) 


The intravenous infusion over a 2hour tater 


a of 600 mit. of Lincoere (hocomyeny hydra 


chloride Monohyarate) in OUG Tok oF 8 PEHEee it 


fucose In disiivicd water yre ds therapeuhic 


evels for 14 hours. Urinary exeretion ranges 
from 4.9 Lo 30.5 pereent (menns 15.0) 


The biological balGifo, aller oral, mtranus: 


cular or intravenous aaministration ww 04 
1.0 hours 

indications: Lincecin a indicated ino intec: 
ions due to susceptibic strains of streplo- 


cocci, pneumococe’ and sta wuylocoeds. As 


with ali antibiotics, Ino veure yusceplLiplily 


studies should be perio. 


Linecocin has been demoy ul io | Mees 
tive in the treatment of siaphylococe fees 
tions resistant Lo other sn brbrolies ane tp)- 
tible to lincomyem,. 34 ylocu. ai steve MA res 


sistant to Lancecn have been recovered, Cul 
ture and susceptibyhty studies should be done 
in conjunction with Lincocin ther, sy. tn the 
case of macrolides, paral bu compete 
cross resistance may occur (see viierobiolo- 
ay’). The drug may be administered concomi- 
tantiy with olner antimicrobial ayents wren 
indicated. 

Contraindications: This drujt is contra 
cated in patients previously found to he hy- 
perncnsiiive Lo ncomycin or ¢ idammyem, bt 
ix not indicated in the treatmen? of minor 
infections or viral infections 

: CASES OF SEVENE AND PER- 
SISTENT DIARRHEA HAVE BEEN REPORTED 
AO HAVE AT TIMEcS NECESSITATED DIS- 
CONTINUANCE OF THE DRUG THIS DIAK- 
RHEA HAS BEEN OCCAS ONALLY ASSOCI- 
ATED WITH BLOOD AND MuUCUS IN THE 
STOOLS AND HAS AT TIMES RESULTED IN 
AN ACUTE COLITIS. THIS SIDE EFFECT USU- 


bacterial 


WAKNING 


Continuod on next page 


Ot 


Information on those Upjohn products is 
basod on laboliing in offoct on July 1, 1971. 
Furthor information on dosage and odministra- 
tion, sido offects, procautions and contraind: 
cauons for those and otnor Upjohn products 
may bo obtained from aithor the package bro- 
chure or Modical Services, Tho Upiohn Com- 
Kalamazoo, Michigan. 


100 


UPON VO. 


ALLY riAS DEEN ASSOCIATED WivTri THE 
ORAL DOSAGE FORM GUT OCCASIONALL 
HAS BLEN RePORTED FOLLOWING PAREN- 


F apes 
TERAL THERAPY, 


\ caresul inquiry should be made concerning 
yweViOUs sensitivilics CO Grugs ana other al- 
Usage im Prognancy—Siale for use in preg- 
eV lias ne en established 
Usage in Naewbora——-Ur art clinical ex 
nee is oblamed, Lincocin «4 not inaicated 
ithe newborn 
rec hon ‘ ‘ ' ' LF c va 
ber iwith eau p vith a listo- 
ry of aston ' ies iller 4 
© use of antinoti ‘ ‘ re +n 
ove owth of ’ eplib oy ' 

‘ ’ ould os rine ons 
ew Properuite ive i ‘ 
Wise ’ in W pre-existing’ me ii in 
ie wo ure | cocin py, concom- 

iu tre trv ual in vor 
7 ' rowel i cn thera periaic 
iver etion asludies and biood counts snould 

rlormed 

’ ‘ ile 6 w yet ava tie in 
“ wit ‘ x ' nver ¢ cose, its 
ih p 4 not recommended at 
t eu al chunicas circumstances 


Naverne encuons 


. Gastromtoesunal--—G 4iLis, StOMaLiLIS, nAue 
ry vo nlawerrh i, ¢ ero tie 
* ip ) eC Viet 4 homo- 
rvoietic-- Nett , leukopenia, agranul 
: rai GENE mwrombocylopenic Purpura have 
‘ reported 
. Hypersousiivity neachons—tiypersensilival 
CACTIONS ‘ mynoneurotic edema, se. 
rm ici 4M inaphylaxis have been re- 
porter ome of Lbese u nts known to be 
ihive to peaterilin, di allerpie reaction 
ould occur, the druyt shoud be discontinued 
nd the usual agents (epinephrine, eorico- 
- ero rine ehould be aAVitaDIC 
Lor ererpfeney iven ent 
Skin god Mucous Mombranos—Skin rashes, 
Urticaria and vaginitis aod rare instances of 
exfohdbve and Vescuiobuious dermatitis 
have been reported 
‘ Livor—Alihough no direct relationship of Li 
cocin incomyein hyvarochioriae monony- 
‘ drate) to liver dystunetion has been estab. 
heied, jaundice aha ab rina liver function 
te A (perhiecuharly eve ons of serum brans- 
Anse) Dave been Observed ino a@ low ine 
BLINCON 
Cardiovascular— lastuneces of hypotension fol- 
wows parenteral an VALALIOn have been 
reported, puaticulirly ater too rapa imbraves 
ah peenha stb abioen Ware TASLANCOS of cur 
diopulinons arrest have been reported af- 
ter boo rapid an venous admuinstration 
eo “Dosn and Aciministeation™) 
Spocial Sonses—Tinnitus and vertigo have 
been reported oecusmonidly 
Local Roactons—Valionis  uave demon. 
i strated execchent local tolerance to intramuas- 
cularnly aoamuipsterca Lancocin hecomycn 
hydrochloride monohydrate), Reports of pain 
,, foliownl iiyection bave been infrequent 
lntravenous adnmiimintenatie of Taacocin in 
250 Lo 600 ml. of & percent glucose in distilled 
water or normal saline produced no local irri- 
tation or phiebitis 
7 Dosage and Administrations 
Oral—Adults: Mild to moderately se nfec- 
.e ons —500 my 3 times per day (504 ap. 
oroximately every & hours) vere infers 
tions—600 mg. or more 4 times per day (600 
my. or more approximately every 6 hours). 
F Children over 1 month of age: Mild to moder- 
° 


Proacuct information 


alely infec ns—3U mig./KY./GaY (io 

ig. /lo./d liviaed into 3 or 4 equal doses 
Severe infection "0 sy./day (dO myg./ 
io. /day) aivided into 6 or 4 equa: Goses 


NOTE: For optimal absorpiion it is recommend- 
od that notl 
ter for a period of one to two hours before and 
after oral administration of Lincocin. 


ing be given by Mouth Oxcapt Wa- 


io moderately se- 


 ‘ramuscular—Adults 


infeciions—oOUU ramu i 

iy every 24 hours Ons—bVU 
nee. (2 0 intramuscularly ¢ ry l2n , 

ore of Children over 7 monty of age 


Mild tom 


tram 


clLiONsS—OI\KE 


iscular injec 


every 24 hours infections—oi : 
ramuscular injection 10 mg/kg. (6 meg 

> every 12 hours or more oilen 
lntravenous—Adults: 600 mi 2% intrave 
nously every 5 Lo urs. | mtray us 
administration, | cin should be waded to 
50 cc, or more of 5 percent glucose in water 
or normal saine aad given as an ini 
Wien doses of 4 rams or more are jv 
Lincocin Gincomycin hydrechioride mot Vv: 
dvate) shoud be dilute n 500 mi. Oo 1 
and administered at a rate not to exceed 10 


mi. per hour. Children over 1 month of age: i0 


o 20 nyy./kg./day (5 to 10 my./ib./cay) div 
ed into 2 or 3 doses and given as an infusion 
t &to i2 hour intervals. The method of ad- 
mi ration is the same as noted ubove for 
Cresne threat 
FO AS Much as 6 yranis 
parenterally to aduits 
sirepiococeal intecu.ons 
vinue for at least 10 


Lo diminish lac wkennood ot 


rheumatic fever or smeruionepn 


Pationts with diminished renal funciion 


Waive 


Lincocin ther auiils 


with severe impairment of renal function, an 


aose Lo ae Ol 


Prebienlea wilh Nora 


KIGneya 


in} 


Tow Supplied: Lincocin is available as 
Capsules 


250 mg. Pediatric Capsules, cucl 


WpPSuie 


contains uncomyein byarocinorde nono 
hydrate equivaient to lincomycin base 260 
Mi—supplied in voltics OF 24 ana 100 

24's NDC 9-356-1 

100'’s NDC 9-336-2 


CUPSUK 
i 


™m 


500 mg. euch 
hydrochioriae 


contains incom) 


MOS 


vo 


drate equivalent 
in 


Also Unit-Dose Packay 


lincomyein base 500 mjp.—availabie bot- 


tles of 24 
Foil Strip of 100 cap 
24's NDC Y-500-1 
1400's NDC Y 
Foil Strip NDC 9-500-2 


and 100 


MW? 


Storilo Solution, cach mi. contains lincomycin 
nydrochionde Monohyarate equlvalenk Lo Ln. 
cemyein base b00 mys, also benzyl aiconol, 9 
mye. water for injection, G.4.—aValabie WW Gin 
posable 2 ml. syringes, and in 2 mi. and 10 ral 
vials, Also available in 3.54 inl, and 6.67 ml 
Vins conlaimiayy Tnecomyan hydrociMorice 


and 2 ym. re- 


Phe wattle 


monohydrate equivalent to | 


apectively of lincomycin base Vicvie 
are filled below capacity to jaciitate transfer 
of the contents included 
transfer necdie > un infusion bottle. 


2 mil. Syringe NDC 9-600-1 


by means of the 


it 


2 ml Vial N 1K ‘9 555 / 
110ml Vial NDC Y-4 


Vial NDC 
Vial NDC 9 


4 mi 
6.67 ml 


5554 


Syrup, ench 5 mi. (Leaspoonful) contains laco- 


mycin mononyarate 
lent to lincomycin base 250 myg.—avaiiabie in 
60 mi. and pint bottles 
60 ml. NDC 9-dd4-1 
Pint NDC 9-444-2 
[Shown in Product Identification Section] 


hydrocnioriae equiva 


| 


ciiecltiveness 


™,.1 
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Aiways consult Suppiement 


Anis 


animal 


ab PuarMmacow) Vivo expermen- 


studies demonstrate Lincocin's 


in protecting animals infected 


cus pneumo 


was inefiective in Klebsiella 


ulmonella and Shiyelia iniee- 


Pseudomona 
ons. 
» ObStev- 


Clinical Studies: Experic with 34 


eivinys 


rical patients re this drug revealea no 


ju Cilects related to pregnancy. 
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LINCOCi 
(Lincomycin Hydrochloride, U.S.?.) 
CAPSULES, STERILE SOLUTION, SYRUP 
500 mg Copsulos (1400's): 

Military Stock # FSN 6505-912-2404 
VA Stock # FSN G505-912-2404A 
Storilo Solution, 300 mg/mi (10 mi): 
Military Siock # FSN 6505-926-4768 
VA Stock # FSN 6505-943-4374A 
Description: Lincomycn Hydrochloride is | 
the monohydrated salt of lincoraycin, a sub- | 
stance produced by the growth of a member | 


cs) 


of the lincolnensis group of Streptomyces lin- 


colnensis (am. Str 


pmycelace ) i ia 
white, or practicaily white, crystalline pow- 
der and is odorless or has a faint odor. Its 


solutions are acia ana are Gdextrorotulory. 


Lincomycin fyarocn.oride 


LY 80.4010 in 


water, soiuoe in 


aime ormamias ana 
very slightly soluble in aceto 


Actions: 


Microbiology—Lincocin has been 


shown to be effective against most of the com- 


mon gram-positive pathogens, Depenair yn 
the sensitivity of tne organism and conc ‘ae 
tion of the antibiotic, it may be either Dacteri 
cidal or bacteriosi. itic. Cross resistance hus 
not been demonstrated with penieiiin, chio- 
ramphenicol, ampiciun, cephalosporins oF 
the tetracyclines. Despite chemical cifter- 


ences, wneot CIN exhibits antibaclerias Aclive 
ily Simnar Out NOL identical tO Lhe Mmacronde 
antioiotics (e 


i. erythromycin). Some cross re 


sistance (Wilh erylLaromycin) INChuGiAyy a Paes 
nomenon known as dissociated cvOss resisi- 
ance or macrolide eilect bas been reportea 
Microorganisms bave not developed resist 
ance to Lincocin rapidly when tested oy in 


vilro or in vivo Methods. Otapnysiococes deve 


op resistance to Lincocin in a slow, step-wise 


manner based on in vitro, serial subcuiture 
experiments. This pattern of resistance devel- 
opment is unlike that shown for strepiomy- 


cn 


Studios indicate that Lincocin (incomycin hy- 
drochioride) Goos not share antigenicity with 
ponicilin Compounds. 

Biological Studios—/n vitro siudies indiwate 
that the spectrum of activity includes Micro- 


coceus (Staphylococcus! aureus, Sapliviacoes 


cus albus, B-lhemolytic Streploacoes Sireplo- 


eoceus viridans, Diplococeus preumoniae, 


Clostridium tetani, Clostridium perfringe is, 
Corynebacterium diphtheriae and Corynebae- 
fertum acnes 

NOTE: The drug is not 


rains of Streptococcus faecalis, nor 


ictive aj 


Neisseria gonorrhoeae, Neisseria mening 
is, Hemophilus influenzae, or oiher gram 
neyative organisms or yousts 


Human Pharmacology 


LANCcoCc is AbSOrbea 


a 500 mg orai dose, reaching 


hours. Levels are main 
IC (minimum inhibitory 
concentration) for most gram-positive Oran 
isms for 6 to 8 hours. Urinary recovery of 
drug ina 24-hour period ranges from 1.0 to 3h 
pereent (meant 4.0) aller a singge oral Gom of 


500 nyt. Tissue ievel studics indicate that dhe 


san important route of excretion, Sif 
levels have been demonstrated in the 


is not 


ty of body tissues. Although the drag 


present in significant amounts in the spinal 
fluid of normal volunteers, it has been dem- 
onstrated in the spinal Muid of one patient 
with pneumococent memopitia 


Intramuscular administration of a single dose 


of 600 my produces a peak serum level ab 30 
minutes with detectable le 
24 hours. Urinary excretion afler this dose 


ranges from 1.8 to 24.8 percent (mean: 


Cis peraisiny for 


The intravenous jafusion over a 2 hour inter: 


val of 600 my of Lincocin (lincomyem hyaro- 


© ‘oride) in 600 mi of 5 percent glucose in Gis- 


tilled water yields therapeutic levels for 14 


hours, Urinary excrelion ranges from 
30.3 percent (mean: 13.8) 

The biological half-life, after oral, intramus- 
cular or intravenous idministration is 5.4 
+ 1.0 hours. 

Hemodialysis and peritoneal dialysis do not 
effectively remove lincomycin from the 
blood. 

Indications: Lincocin is indicated in infee- 
tions due to susceptible strains of strepto- 
cocci, pneumococci and staphylococci, Av 
with all antibiotics, in vitro susceptibility 
studics should be performed. 

Lincocin has been demonstrated to be effec- 


tive in the treatment of sluphyiococca: intec- 


tions resistant to olher antiooiies ANG suscep. 
tivle to lincomycin, Staphylococeal strains re- 
sistant to Lincocin have Deen recovered, Cul- 


puibiaty studies should be done 


ture and Susce; 


in conjunction with Lincocin therapy. Io t 


case Of macronGes, ruiai Out not complet 


, resistance , r ( hicro oa 
cross resistance may occur (see Microaiology) 


The drug may be administerea concomitantiy 


with otner antimicrooial ajponls wien indi 


cated 


Contraindications: This drug is contrau 


cated in pati previously found to be h 
yersensitive to lincomyecin or clindamyein. It 
ix not indieated in the treatment of minor 
hat nial infections or \ uu tio 


WARNINGS: CASES OF SEVERE AND PER- 
SISTENT DIARRHEA HAVE DEEN REPORTED 
AND HAVE AT TIMES NECESSITATCO DIS- 
THIS DIAR- 
RHEA HAS BEEN OCCASIONALLY ASSOCI- 
ATED WiTH BLOOD AND MUCUS IN THE 
STOOLS AND HAS AT TIVES RESULTED IN 
AN ACUTE COXITIS. THIS SIDE EFFECT USU- 
HAS BEEN ASSOCIATED WITH THE 
ORAL DOSAGE FORM BUT OCCASIONALLY 
HAS BEEN REPORTED FOLLOWING PAnEN- 


TERAL THERAPY 


CONTINUANCE OF THE DAUG 


Aviv 
ALLY 


A caveful inquiry should be made concerning 


PVEVIOUS HENSILIVILION to aruys and olner tiie 
lergens 


Jsago in Prognancy 


fely for use m pres 
aney has not been estabushed 

Usage in Nowborn—Until further clinical ex- 
ericuce is obtained, Lincoecin is pot imaicated 


no newoorn 


Precautions: ianeocn Gineamyen Hyaro- 


chioride), like any aruyy, showiG be Used Wilh 


caulion 1 palientia Wilh a& history OF seebipenae 


or sinificant abierjries. 


The use of antibiotics occasoniaiily results in 


overyvowtlh of NONSURCE PLDI OPLTDIS 
particularly yoasts, Shouid superiteehons 
Occur, Appropriate Measures should be lacen. 
When patients with preexisting monial ins 
fections require Lincocy. 


therapy, Concomis 


taunt antimonilial treatment should be piven 


During prolonged Lincocin therapy, perware 


liver function studies and biood COUDLS should 
bo performed 


Since adec ite data are not yet avaniine in 


pre-existing liver disease, ita 


pulient wi 
uso in such patients is not recommended at 
this tine Unless special clinical circumstances 
so indicate 

in expermental animals, bijgh doses of lineo- 
mycin have been shown ‘> wave neuromuseu- 
lav blocking propert ce mich are not re- 


“di by neostigmine, Other animal studies 


» shown that there can be an additive ef 


iect or potenhation when lincomycin 18 piven 
coneurrentiy wilh ad-tubocurarmne 

Adverse Leactions: 

Gasirointosiin 
sea, Vomiting. Persistent diarri 
tis and pruritus ani. (See “WARNINGS 
Homatopoiotic: Neutropenia, 


agranulocytosis ahd 


i—Glossitis, slomativie, nau 


erocoi 


euKOPEnial, 


thrombovytopenic purrs 
pura have been reported There have been 
rare reports of aplastic ancana and paney lo 
penia in which Lincocin could not be ruled 
out as the enusative agent. 

Hyporsonsitivity Reactions—Iiypersensitivily 


reactions such as angoncurotic cae he- 


rum sickness and anaphylaxis have been re- 


ported, some of these in patients known to be 
Asitive to penicillin. If an aliergic reaction 
should occur, the die 
and the usual agents (epinephrine, corico- 


Be 


should be discontinued 


t 


steroids, antihistamines) shoulda be available 
jor emergency treatment, 

Skin and Mucous Mombranres—Skin rashes, 
urticaria and vaginitis and rare instances of 
exfoliative and vesiculobullous dermatitis 
have been «eported, 


] 97: x 


eva ‘ ! we) have veen 
Carciovascular rensiONn io 
; ‘ ‘ reported af 
ad : * ‘ ; mm padinicny 
e i ’ i tration) 
paihed F vertigo huve 
re 
1 
‘ iain ’ en 
i ‘ vin lollowiag in 
io ou ; a cose in Gistined 
\ ‘ dine produc cd wo locai irri- 
aor ‘ 
Dre A Aas Oons 
Oral i j ‘ ré 
‘ ‘ Ou n - 
‘ i i ) on ore inise 
‘ ood time r da wo 
t 6 hours) 
Child ovor ‘ of age: 4s to mole 
‘ ) ‘ i 
b/a ‘ nio ti il doses 
' ir ' 1 y/o 
W five ‘ on niechions 
( » hor a ‘ iV 
\ ‘ ( equent 
i ‘ ie yr Rs 
NOVE: Fur Op Gaal absorp uoen It is recommend. 
és ‘ heard Were } ivon by mouth oxeopit wa- 
ar fora iou Of One ty two hours before and 
or oral acini ‘ion of Lincocin. 
latramuseul —Adulis: Mild to moderately se- 
vere infeetior ( mye (2 mM abranuseuiars 
Ve y ere u “ie Vu 
‘ p bial iy every 12 hours of 
mo i Cuiliren over 1 month of 
NJ cor nie er ore Injed mi “One 
ramusealar ing n of 10 my/eg ( meg/ib) 
‘ i ‘i were infec ons—one bras 
° i ilav iajection of iG my/kg (5 my/ib) ev- 
‘ IZ bours OF more ollen 
latvravenous—Aduis: The intravenous dose 
eh beet caeee u ay sa] 'Verinry OF hoo 
econ Wri ely severe inieciio 
ones OF 4 ok noare jiven « 
ry # mare “Oo m 4 aeriou Mmieclwons 
“ “a W oO oe Increased, ev tee 
bike ween \ ’ ‘ y ravenous 
doses of as much as 8 yarns have/veen piven 
Tatravenous dose I iven on tue basis of 1 
po OF pancocia diluted in 8OtIOSS Than L00 t 
OF appropriate soiucion and infused over a pe- 
* riod of Ob ios Linn One Hour, 
Doso Vol. Diiuant Time 
oOU meg iOO ma Lhr 
j 1 Omi Lie 
a . mm imi 
” ben 300 mi 
‘ a\ree tribe pei 
These doses be repeated as offen as re 
quired to the limit of Lhe maximum recom. 
winded daily dose of & pam 
Ciildron over 1 month of ago: 10-20 my/kg/ 
Gay (>-10 my, o/day) depending’ On the sever 
WEY OF Live vinta KK may be immfused in diviaed 
one oe ¢ bavove tor aqcuila, 
NOTE: & cardiopulmonary reactions 


have occurred when this drupe bas been given 
than the recommended concentra- 
Subconjunctival Injoction—90.25 m\ (76 my) in- 
jected subconjunctivally will result in ocular 
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l-Compiex with Ascorbic Acid meric 

i’ nh oAe MULE 


: 1O nh eEMPii I D7 \ CK i Lisl NCOMVDA i) 
vi ) Al ’ \ oO VATION < 
) i vA > ADI ‘ i ICAI KVALU TION 
AND HEVPICAS OF Villksw COM) liAS NOY BI 
wi i & 6 olrieCienhe sOr Lime SuMTe 
Pationss Wilh Guninisned ronda: TuUACHO , ( 
i “ mh irk re “ir uv baila 
/ 
i ered ‘ ‘ of rena U 
ite ck is 25 to 30% of thai r - 
a pate tatiate ormany unciol 
OW oul ry 1 + Vu ” ‘ 
> 
250 mg Podiatric Capsulos: Mach a ¢ 
tains line ‘ ydrochiorid yaruto 
equival o lines y ni 
i es OF 100 NDC 9-3.50-2 
5SOU mg Cupsulos: raecn ¢ i Hiuiins . 
comycin hyure vie OGuiVur 
son’ LO HNCONY 
) ) 
Boitic ‘ 
Storie Soutien a LNG ‘ 
nvyvarochiorie ! V ‘ 
c my t Vise OUT , ipo DZ Ve Nice ‘ ; 
" V r for injeccion, qs—avaiiibie a : 
jrle sh 2nu syridjjes, NW 2mMiana LU mi Vial 
4 . : 7 
AVISO AViabidine oes MI ANG Oe We + 
( nia net Wen Hyadrocinerta Mono 
iwdrate equivalent to ) ana 2 prams respec 
tively, of li nycin base, The latter viais arc 
filled dele to facilitate transier oi 


the conti 


MUSION HOLLLE 
~ SDE 


i 


9-600-1 


NDC 9-555-1 
WOmiviek NDCY-G55-2 
ag AY NDC 9-555-3 
(i Gin hospit ite 
6.67 ml vie NDC 9-565-4 
2G Ospilal pack e) 
Fort wrmation on suylested adminisiration 


Aniques, see packapye iwisert 
Syrup: bach 6 mii (leaspoontul) coalains unco- 
mycin hydrocihioriag monohyarate quiva- 


aise 250 
4 NIK MEY) 4 4 i-] 


NDC G-ddd-2 


Animal Pharmuacolojy: In vivo experimen- 


jent to incomycin 


ov mi bO 


bollLies 


» 
rin 


s onstrated elie: 


aludies Ger Uh 


tab animal 


tivencess of LAncocin in proteching ani. i 


eclea witli replococeus ViTidalis, £8 henna 
lytic Streptococe is, ri “Cus Qureus, | 
lococeus pneumoniae and Leptospira pacnona, 


t was ineffective in Alebsiella, 


seudomonas, Saimonella ang Shijedia inice- 


} ons. 
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meal patients receiving’ this drug reveaiod ho 
ill effects related to proynancy, 
[Seo table above.] 
(Capsules Shown in Product Identification 
\ Section} | 
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EXHIBIT 


16 


17 


18 


19 


19 


21 


DATE 


4/66 


5/66 


2/65 


5/65 


6/65 


2/65 


SUMMARY OF EXILIBITS 16 - 65 


NO. OF CASES 


1 


21 


DIAGNOSIS 


Fulminating 
ulcerative 
colitis 


Acute fulmin- 
ating ulcer- 
ative colitis 


Colitis of 5 
months dura- 
tion 


Picture simu- 
lating mild 
acute ulcer- 
ative colitis 


Bowel typical 
of acute co- 
litis with 


erythema, mucus 


and blood 


Non-specific 
colitis 


Ulcerative 
colitis 


Acute ulcer- 
ative colitis 
with edema of 
the mucus; 
friability; 
ulcerations, 
purulent dis- 
charge and 
bleeding 


Acute ulcera- 
tive colitis; 
subsequently 
developed 
toxic mega- 
colon, then 


UPJOHN 


REs*JRT TO FDA 


Colitis 


Colitis 


"Protracted 
diarrhea" 


Colitis 


Colitis 


Diarrhea 


Diarrhea 


Diarrhea 


Colitis 


EXHIBIT 


DATE 


1/66 


11/66 


12/65 


3/68 


6/66 


2/66 


NO. OF CASES 


DIAGNOSIS 


hemorrhaged 
and had sub- 
total colec- 
tomy and 
ileostomy 


Typical ul- 
cerative 
colitis; 
hemorrhage 
and toxic 
colon 


Non-specific 
ulcerating 
colitis: colon 
res: ction 


Ulcerative 
colitis 


Acute abdamen ; 
colon of beefy, 
red, granular 
consister.v 


Bloody stun _s; 
colitis-like 
reaction 


“sistent 
a_arrhea ; 
enterocolitis; 
acute febrile 
episode with 
probable ul- 
ceration of 
bowei; pos- 
sibility of 
early ulcer- 
ative colitis 
despite nega- 
tive sigmoid- 
oscopic and 
barium enema 
study 


UPJOHN 


REPORT TO FDA 


< 


Colitis 


Non-specific 
ulcerating 
colitis 


Colitis 


"Diarrhea" 


Severe diarrhea 
with a colitis- 
like reaction 


Diarrhea and 
enterocolitis; 
Doctor stated 
possibility of 
early ulcera- 
tive co’itis 
despite nega- 
tive sigmoido- 
scopic and 
barium study 


33 


+ 


2/65 


5/65 


6/66 


12/66 


NO. OF CASES 
1 


DIAGNOSIS 


Granular bowel 
mucosa; numer— 
ous ulcers in 
cecum 


Colitis 


Acute colitis 
and proctitis 


Sub-acute 
colitis 


Appearance 
of chronic 
ulcerative 
colitis 


Ulcerative 
colitis 


Ulcerative 
proctitis 


Proct <olitis; 
mild ulcera- 
tion of rectal 
mucosa 


Proctitis 


Ulceration of 
rectal mucosa 
similar to 
that seen in 
chronic ulcer- 
ative colitis 


Colitis 


Ulcerative 
colitis 


i 


UPJOHN 
REPC2RT "DA 


"Intractable 
Aiarrhea" and 
abdominal mass 


Diarrhea 


Colitis 


Colitis 


Colitis 


Colitis 


Diarrhea 


Diarrhea 


Diarrhea 


Diarrhea 


Colitis 


Diarrhea 
and colitis 


KXHIBIT 


35 


37 


38 


39 


4] 


42 


DATE 


6/68 


4/67 


8/68 


1/66 


2/68 


S$ /66 


1/68 


12/67 


NO. OF CASES 


1 


24 


DIAGNCSIS 


Non-specific 
ulcerative 
colitis 


Ulcerative 
colitis with 
bleeding 


Severe diar- 
rhea; streaks 
of blood; 
changes of 
ulcerative 
colitis 


Edema of 
rectum and 
lower sigmoid 
with mucosa 
almost com 
pletely cov- 
ered with 
small pustular 
ulcerations 


Ulcerative 
colitis 


Non-specific 
ulcerative 
colitis 


Ulcerated 
lesions of 
the bowel 
with punctate 
hemorrhage 


Ulcerative 
and inflamed 
mucosa; ulcer-— 
ative colitis 


UPJOHN 
REPORT TO FDA 


Diarrhea and 
colitis 


Colitis 


Colitis 


Diarrhea 


Diarrhea 


Colitis 


Colitis 


Proctitis 


UPJOHN 
EXHIBIT DATE NO. OF CASES DIAGNOSIS REPORT TO FDA 
43 8/68 1 Non-specific Diarrhea with 
colitis colitis 
44 1/66 1 Gross Diarrhea 
proctitis 
44 8/66 1 Gross Diarrhea 
proctitis 
44 12/65 1 Severe Diarrhea 
proctitis; 
pus filled 
ulcers 


All three cases in Exhibit 44 had ulcerations of 
the bowel 


45 ed 1 Ulcerative(?) Diarrhea in 

colitis; over 50% of patients 
50 patients 

ae (50%) have had 
some form of 
diarrhea vary- 
ing from 3-4 
days of loose 
stools to almost 
prostration fron 
intractable 
diarrhea 


46 1/66 1 Spastic Diarrhea 
colitis; 
swollen rectal 
and sigmoid 
mucosa with much 
blood and mucus 
present and same 
denuded areas 


47 10/66 1 Severe colitis Diarrhea 


48 11/66 1 Hemorrhagic Diarrhea 
colitis 


EXHIBIT 


49 


50 


51 


52 


4 


ul 
a 


DATE 


12/65 


NO. OF CASES 


1 


26 


DIAGNOSIS 


Colitis 


Acute colitis 


Proctitis and 
colitis, acute 
without ulcer- 
ation 


Acute colitis 
with exudate 
but no ulcers 


Bloody diarrhea 
and colitis 


Colitis-—like 
condition 
Mucus colitis; 
diarrhea for 
15 mos. 

Mucus colitis; 
diarrhea fsor 
pT a 

Mucus colitis 
Presistent 
mucus colitis 


Colitis 


Bloody 
diarrhea 


Colitis 


Colitis 


| 
: 


UPJOHN 
REPORT TO FDA 


Protracted 
Diarrhea 


Persistent 
Diarrhea 


Severe 
Diarrhea 


Severe 
Diarrhea 


Bloody 
Diarrhea 


Colitis 


Diarrhea 


Diarrhea 


Diarrhea 
and colitis 


Gastroenteritis 


Colitis 


Diarrhea 


Colitis 


Colitis-—type 
reaction 


EXHIBIT 


65 


DATE 
9/66 


1966 


8/69 


3/65 


6/65 


NO. OF CASES 
1 


1 


DIAGNOSIS 
Colitis 
Colitis 


(reported by 
patient) 


Colitis 


Colitis 


27 


UPJOHN 
REPORT TO FDA 


Diarrhea 
No report 
furnished 


Diarrhea with 
colitis 


Diarrhea 


Severe diarrhea 


' 
, 


‘ 
é 


"KAdC;: mls ; ’ ; 


28 
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Medical G 


~ “ y re rt “a 7 “ 
Drummond edi roup 
1lll NOaAYH CHINA LAKE BOULEVA..D—RIDGECAEST, CALLFORNTA 
TELEPHONE FR 5—1+421 


ril 7, 1966 


iowact. H. Angell, M.D. 
Medical Services 
‘he Upjohn Company 


Kalamazoo, Michigan 


Dear Dr. Angell: 

Thank you for your letter of March 29, 1966, in reference 
instance of diarrhea neenetabed with the use of Lincocin. At the 
outset, I would like to correct the report you apparently received 
from your representative in Los Angeles. The case in question was 
not oe of uncomplicated diarrhea, but rather a case of fulminating 
ative colitis. 


to an 


ulce 


old nurses aide who was exposed t 
meaingococcic meningitis for which sha given a 
Lincocin, since she was allergic to Penicillin. £ 
oped diarrhea after four capsules of Liacocin which was rather mild 
at the onset. In spite of this, she continued the drug until a total 
of 18 capsules were used which intensified the Giarrhea and also 
caused abdominal cramping and tenesmus. ‘he diarrhea did not ab 
and became gradually worse. The patient was admitted to the 
three weeks after having been given th: u.ncocin. Her signs and 
synptoms were consistent with a severe o.35¢ of ulcerative colitis 
affecting the entire colon but sparing the rectum. Sigmoidoscopy 


This is a 46 year 
was 


only showed hyperemia without ulcers. 1e patient responded well to 
instituted treatment and has been dicc arged from the hospital. She 
is still followed on the outside ani maintained on corticosteroids 


and Azulfidine. 


Her past nistory reveals that she has been in good health except for 
hay Lever for which she is dasansitized. She has no history 
of having had any intestinal disease or condition. She has beer quite 


stress for the past six months. 


nervous and under some domestic 


’ 


‘he administration of Lincocin might be entirely a coincidental 


factor. On the other hand, the timing is quite suggestive taat Lin- 
cocin, must have had some triggering effect; maybe in the sense of wow 
anothéx. immune mechanism. This patient should have stopped the drug 


after developing diarrea initially. I feel that this case warrants 
your attection. I wonder if there have been any other cases of 
ulcerative colitis’ jn connection with the administration of this 
drug. I remain 


sincerely yours, 


- \ 


ean Syl eS a, ee —— 
a al i PLAIN TEE 
Kurt A. de Crinis, M.D. : ; oe 
Dept. of Internal Medicine Fh ee 
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‘* transcript of handwritten portion of letter: 


I'll jpst try one case qn for size. 


I believe the 2nd ense mentioned is insufficient to report but T have 
reasou to belleve she was given oral Lincocin for a sore throat (by 
another physician) following which she developed acute fulminating 
ulcerative colitis fully substantiated by sigmoidoscopy and X-ray. 
Fortunately, she recovered, 


L. W. Ghormley, M.D. 


Two----a masterpiece of British understatement. What they mean its these 
are the only 3 T looked into with a sigmoidoscope. All the others 
improved and finally cleared without going to the hospital. I recall a 

{2 years ago who had severe diarrhea for 2 months after oral 
Lincocin and wore himself out running to the bathroom but refused hospital 
cire. While straining at stool for the twentieth time one day, he had a 
coronary and the old man fell over dead. 


Shall we go on? 


W. Ghormley, M.D. 
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Ciler 
Adverse Reaction Branch 
Vivision of ifedteal Taformatioa 

icon of Medicine 

mod and Deug Administratloa 

shingteon, D. C. 20204 

Re: Lincocin Capsules & Sterile Solutions 
Casa # 743 


‘ith veference to our preliminary lecter of October 16, 1949, we are 
fo:vardlas additional information coaces!ng a report of colitis. This 
evozrt involved tivas instaucas of colitis; novever, there is some 
sit¢toa au to the actuas aaministracion of Lincomycin in one of these 
OC C2nces. 
‘is ranort was aubutltted by Luther W. Ghormley, .D.,.115 Nest Bridge 
nexsans, Blackwell, Oklahoma. 
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743 


Luther We. Caormely, 4.D. 
LL5S Vest Iridee Street 
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Very truly yours, 


THR UPJOUN COMPANY 


Hovard H. Angell, M.D. 
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Luther W. Ghormley, M. D. 
1i5 West Brides Street 
Blackwell, Oklahoma 74531 


Dear Dr. Ghormley: 


We have been informed by our area office that two of your patlents 
experienced colitis following tue administration of Lincoctin. 


—_ 


As you requested, we are forwarding two adverse drug effect forms -or 
yuur use in documenting these events. 


Ve ara nost interested in receiving information regarding the above 
occurrencea and appreciate your bringlng this matter to our attention. 


Very truly yours, 


SU UPJOHN COMPANY 


L. V. Xing 
Medical Services 
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sood aad Drust Administration 
Vashington, D. C. 20204 
Dear Doctor Darzilai: 4 239 
- Re: Linesein, Ccosa:es 
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protracted dilarrnea in a patient on orel Lincocia therapy. 
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Dear Doctor De Feo: . ie ‘ < 


“ig Revre been inrormed oy our representative, Mr.. Henry Ghotvell, that one’ 
sY your patients expertenced a gaatroint stinal reacticn while on oral 
Lincoein therapy. - ~ See 

oo eaainealiaan 

‘3 you. mow, the mst frequently observed side errect vith Lincccin has 
veen loose stools or dtarrhes. As expected, this wes chserved almst 
exclusively in patients on oral therapy. Ocher z25trointestinal side 
errects reported in a scall percen: of patients oave ccen rausea, yomiticg 
and woadosinal cramps or pais. 


f@ ame, of course, very muck interested in receiving furtier information 
concerning this report. For this reason, ve ese enclosing nx olank Adverse 
Dru Ufvect Revort vorm, which we would «.opreciate your Pilling out and 
etuming e 

TNARE jou Tor you ccoveration in this xatiter. 


Jarry tmauly yours, 


Te UPJCHY COMPANY 


Doward H. Angell, M.D. 
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November 11, 1965 


Medical Director 
LAND KAPLAN. 1 U ‘The Upjohn Company 
1 4A9G, VANDIWE “ot a soi - 
. Kulamazoo, Michigan 


righ. Ga ES Dear Sir: 


jw AAMUSLY ed 
oh. er Pek ee ee ee) 
searCA We Liana, ait 


ey ag tit teas In the past six months JI have encountered three instances 
of acute ulce. ative colitis occurring in individuals who had, 
within the previous two weeks, taken Lincocin for the treatment 
of infectious disease. In each instance the ulcertative colitis 
was self lirmited, lasting from two to six weeks. These lesions 
occurred in individuals with no previous history of intestinal 
or colon difficulty of any type and they have not had any per- 
manent sequele. 


] wonder if you have in your records any similar instances. 
LMAS A GMETNE HD If so Il would like very much to know about them, 
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Dowrc Doctor Borzilal: 


Me: Lincocin, Cus.sules 


Enelosed ove costes of record. and resorts, which are SuomLtted 

in necordance vith she require.seats of Section 507 (5) of tue 
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January 6, 19566 


rred Re Lummis, Srey M.D. 

Diagrostic Clinic of Houston 

6443 Fannin - : a AE LC 
Houston, Texas 77025. — ee 


Lear Doctor Luzmis: 


Recent changes in the Federal Food, Drug and Cosmetic Laws 
require that we revort promptly to the Food and Drug Admin-- 
istration all instances or adverse effects following the 

uze OF Our prepations.. We would, therefore, apnreciate 
~2celving your revort concerning your patients who have 


nm develored colitis while on Lincocin theravy. For this 
>} reason, we are enclosing another Adverse Drug Effect Rerort 
ca fora, whica we would appreciate your rilling out and 
returning. 


Vhank you for your cooreration. 
Very truly yours, 
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ear Doctor Lummiss- ~-*: 
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i am writing concerning your revort that you have noted the 
aypearance of colitis in patientsvon Lincocin therevy. 
sarah ones 


\3 you imow, the new Federal Regulations, which bhecare effective: 
on Feoruary 7, 1663, require that we. investi t@, document and 
ceport all adverse ervects that are brought to our attention 
concerning our preparations. To facilitate meking this report, - 
Z 2m enclosing another Adverse Drug Bffact Revors Lorn, which 


r 


= vould appreciate your Pilling out and returning. A 
tour cooverstion will be apnoreciated. 
Very truly yours, 


TSS UPJOR] COMPANY 
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: Sred. R. lhexzis, Jess: M.'D. e roy . : ; : We : 
Diagnostic Clinte of Houston As ; ea 2 
S443 Fannin -». ira it ED Se Ee tee tee 
Houston, Texas THORS ~ : See Ss Bere es oe 
Dear Doctor Linmais:: reba olga iO een Sop ait oe 1 : 
ho re oe , 


ii an you for your letter or Movesver 1 regarding the: evpearance 


* colitis in three patients who had-received Lincocin within th 
paebsoscte two weekas +>... 


Oe « 


tuse concerning a-. 


Ue have received one “previous report of this 


peros _ 
patisnt who developed diarrhea and colitis while on Lincocin therap,;, 
’ vae capsulest.i.d. for three daya. ; . 
é& ae Lineoeta ls connected with the colitis you have ooserved, 


cannot offer an explanation as. ts why this shouli cccur, Ag you 
now, the most commonly encountered side effect is diarzhea.'. Ve 
ire currently engaged in investigations into the zoenet Zor this 
2ffeet.. It appears that Lincocin is capable of altering the. fecal 
slora and aay eliminate coliform occurrences as vell as lactobacillua. 
i2 axe, of course, very much interested in receiving furhter infor- 
ition concerning these patients, Yor this reascn, ve are encicains 
unree olank lavecwn Drug Erfect Report forcas, which we yould very 
“uch appreciate your filling out and returnin<«s. 


Jnan« you vor your cooperation in this matter. 
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Very truly yours, 


TiS. UPJORS COMPANY 


Coward H. Ansell, A. D. 
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B. F. TOWNSEND, M, DO. 
Z. W. FORD, M. D. 
F, G. HORNE, M. D, 


311 Main Street 
Suite 224 
NEWPORT NEWS, VIRGINIA 


3l March 1968 


Koward He Ang2ll, M.D. 
Tas Upjohn Coopany 
aclamazoo, Michigan 49001 


Doar Doctor Angell: 


This is in reference to the letters that you have sent 
uo asxing for detailed information on ths unfortunate results 
obtained in this area with the use of the drug Lincocin. I 
nave delayed answering frankly because I haven't felt up to 
repeating the hours of labor I went through in abstracting the 
charta of the two patients I personally anssthetized who had 
asverely edveise reacticna to Lincocin. I did this for a friend 
ia Florida as @ personal favor, and roally don't think ay 
relationship with the Upjohn company is ons that would call for 
that kind of work. 


But I will be happy to write you now what I remember of 
these casea. The first was a middle aged lady who had visited 
her family physician some week or two before becauss of sore 
throat. Hs had given her Lincocin, and this wes the only drug 
she admits to receiving. I saw her ono “undsy afternoon when 
she wes brought to the operating room severly dehydrated, befrile, 
with oovious acute abdomen. Surgery showed a colon of beefy 
red granular consistency, which necessitsted hemi colectomy in 
thse judgment of the surgeon, and a consultant surgeon he called 
in to see the unusual lesion. She survived after a storay 
courses. 


Ths second cass was an oparatiny room technician of ouro 
No Gas O9e0 piven Lincocin oy user ¢ynecologists foc sue 
trivial condition unrelated to gyzecology. She presented as 
an ucute addomsn, but’was not dohyirated (her dlorrhea had not 
gone on as long as the first lady's--probably because of her 
familiarity with acute aocomens.) On laparotowy she showed 
generalized ezall and large bowel imfleanmmation with petechiae, 
but did not necessitate heroic excision. dy this tims we were 
wiss to the ways of Lincocin, and quizzed her family a3 to whether 
whe had received the drug. they stated ehe ha: received some 
drug, and further checking with her gynecologist showed to have 
peon Lincocin. 


March 6, 1568 


Cnief 

Adverse Reaction Branch 
Division of Medical Information 
Bureau of Medicine 

Food and Drug Administration 
Washington, D. C. 20204 


We have been notified of the following observation(s) with 
regard to: 


Drug Lincocin, Case # 560 

NDA Antibiotic 

Event Several Instances of Diarrhea 
Physician Francis G. Horne, M.D. 
Address 311 Main Street 


Newport News, Virginia 
We are attempting to obtain further information regarding 
this report and will immediately forward such information 
wien available. 


Very truly yours, 


THE UPJOHN COMPANY 


Howard H. Angell, M.D. 
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Case: # 560 I thee 


report. of several instances of @tiesrbesa in association with: 
“incocin theravy,: we are enclosing a istt vex received from 
Tae PROETLES POPHEree Reo Ful neem Fol ‘ 


;, With reference to our letter. of March 6,.1568, concerning a./.: 
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Tais repoxt was suomitted ody Dr. ‘Prancis Ge ‘Horne, 31. Main 
street, _— Revs," Ps naarast Be Meat ae 


ve a Peach ie eee, a fi hos Very truly yours, . 
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Des> Dr. Bore: hepa tence - 1 eC a SM fea te ee 


Ian uriting with: Semnok. res my letter ‘of els 6 engeebhens briet tinted tion Paes 


concerning: your report of merengecs an association wn Lincocin therapy. a 


I? at all’ possible, ve ets cceraetake receiving prs eonplated: Adverse Drug - 
Er2ect Report form which.” enclosed. For your convenience, I am enclosing 
another form. Bik “eae ; ‘ on. RE ees ee poe Lt: t, 

A3s I mentioned ‘before;. we are: very much inventilaet in dothining all clinical 
information associated with the use of Lincocin. - Further, federal lav and 
regulations of the Food and Drug Administration have made it obligatory 

for the. manufacturers to Yollow up all reports of suspected adverse drug a 
effects in association vith their er Poe ro Deon, eal etd a 


Thank you ‘for your eaeaanied in this matter.” 


Me oe 


> Very. truly ‘yours, ,. -% 


Howard H. Angell, M.Di?’" -- 0 ot ett: 
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Intreactable Diarrkea ana Abdominal Mass 
Roland Garrett, U.D. 


iverside Hosnital 
Newnort News, Virginia 


235606 


1g to obtain further information regarding 
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Will immediately forward such informition 
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January 31, 1991 


Chie? 

\dverse Reaction Branch 

Division of Yedical Information 

Bureau of Medicina 

Tood and Drug Administration 

Washington, D. C... 20204 Re 1? 
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2 Re: meecin Capsule 


: (ith reference to our letter of Novemcer 2°, 1966, concerning 
n resort of diarrhea and acdominal muss in association wita 
Liacocin therapy, we are enclosin: additional inv’ormation. 


Ty in ep aar ~ maya 4 . T ais Tn ae > x oo aia 
‘is resort vas suomitted sy Dr. Roland Garrett, RLlverside 
Hosvital, liswmort News, Virginia 

Very truly yours, 

TIE UPJOMT COMP ul 

Hovard i. .invell, M.D. 
ye) 


.” ns. 
Poland Carrett, M.D. é pigs chee 
- . . . é e i . . . 
Riverside Hospital fe Ape ta Sey delet: hes gS 
Newport News, Virginia 23 3606 page Me Gay Sogn th 
Dear Dr. Garrett: : Pou ee yay Tenet 
F es + 


aearaes ion concerning your report of Giarshes and epdonkaal. =as3 in. 
a2s3oc etion with Lincocin bana ac sp ., ‘. 


Ian 2 writing with regard to my letter of November 23 requesting brier*™ 


’ - 


- 


I? at 212 nossible, we would aoprecia  recetvin the ‘oveheted Adverse 
P 2 “st 

Drug ££fect Report form which I enclos eo For. jour convenience, I an. 

enclosing another form. eh eae 

“3 I centioned tefore,. we are very mich interested in ootaining . a2 


clinical information associated with the use of Lincocin, ° Further, .~ 


Peceral law and regulations or the Pood and Drug Administration have. 
mede 1t obligatory for the manufacturers to foltow ud all reports. of 
susvected adverse drug effects in association with th 1eir products 


Thank you for your cooperation in this matter 
“very dns yours, 


hike eee “IB UPIOEN COMPANY 


. at ae * hake id. etade © 4S 


Howard H. Angell; M.D. - 
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Tan Unjokn Company ~ 
Dear Dr.. Angell: _. cake aaa ies, | oo hee “= is } 


 duy ans three times datly unhil.I haa taken twelve doses of Lin- 


_ Lime inclucdines oeriicillin, tetracyclines etc, and have never had 5 
any allerzile reactions, jj nave never. nad: hayfever; ASHE, POLson 


reaction until this time. : |, f° a3 er 
1 treated myself With a low ‘residue diet. but the Syuptous persisted ae 
ancl I “readually becana wearer and begin te mn from, time to time a’... 


‘low ¢rade fever. My work, suffered ‘and I did very little if any- wu > Gee 
: thing .in ‘the OLSS0@, «ote ney ERRATA TE aoe aie mote eek ve bass, Se Saha 


CE Lager aliay alee Bes crane pe eS ee ye ee ee 

I entered the Graduate Hospital on April 19, whee J remained until oo". 
Aoril ay, ‘ Uurine my SLAY every posslble Study was done by Dr.’ Tuuen .° = 
to rule. out any ather nosalbte CuUse.  Nothines Was .found and the. eit Rate 
Gingnos's of antiblotic folitis. due to Lincocin was uncuestionably " DD 
correct, | tt SS ta sae. : re yt eigen Be hg ae 9 SP itey he 
nea As A. ee Sa a ne rend Wy ee One iad “at gt fe 
I would like bo. say this was orebally the most-uiserable time in: rie, 


I was comuletely dinnrlad about Apes} 6th or 7th, to May 16.. ‘At Ne as 


May V1, 1947 
. 08%, * : . . a : PLAINTIFF'S 


er see ot oar tA EXHIBIT 


Dr. An-el1 


My atlorney Mr. ‘Rathblott Su-sested I send you’ the Tollowinis in- - 
Tormation regarding my reaction toe Lincocin, ae Ship, Wl his es ie 


On April 1, 1946 I becuse 111 with a Severe upper resplratecy 
infaction, Since’ the infection pens) sted for several ‘lays I pep. 
Scrited for myself 200 millosraua of Linceein -faur times tha Cfirst 


‘csein by inouth. My fever Wie FONG and syaptons Uisuipearad and I a 
felt fairly ‘ond for’ about, two ays... I then tesan to Nava increas." 


i ng, diarrhea which I realized misat ve due to the Lincocin, <a 


I would like to sention here that I have ‘talen drugs f2:0m time to 
. . +2 


ivy o any symntoas Or Sl4na thet adsht e due to &drus induced a tie 


my life, I loat aboul, fourteen Pounds during this interval, , oT ees we eS 


that time I returned to my offi :e for a few hours a day. and COR 2 tyes 4. 
not do ful} time work for at lenst another month, It.wus avout: «", |, 


June 20th. tefore I attempted. a full office schedule, b 

To omiscnt mention that De, ‘Tumen has Seen we neveral time: since ; ote Se 

my tonpital discharge wince I ati) have AOUID Landenay for Peucitis *. 

Ant tent Ke Myon Laat this Will persinat for Howe tLlue, I have alao .* te 

HO regnined my. forwor Wolyht. Pyne oak el ays Mak 
. . — ’ > 2.9 ‘ ee ne, * 


if : | : 


(PLEASE TYPL OR PRINT) ALUY, WIGHIQAN gues noe Ms wane Pitas 
care CUA eee Crier Sart es rearansmrwseree ANY mmmn | ois Ts 3 
arg OsTE OF OntEr . 

Diarrhea - April 1966 
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URI (cowxh, slight fever) 


—_—— 
wevsee GF PREsEns 148s 


_After three days of Lincocin, diarrhea lasting three weeks. 4-5 los. lost 


Only mild creo. Had low fever 

DRUGS ADMINISTCREO DURING PRESENT ILLNESS 
DURATION OF AOMINISTRATION 
FROM (Give Date) TO (Give Dore) 
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Diarrhea - Sigmoidoscopy-edema witha few shallow ulcers = healed on 


subsequent exam 
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BUN - 14 BE - edema of sigmoid colon 
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__Neg. cultures S. & P. - Neg. ___ = sp icennacptntaeatiginic 
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On conservative 2 - gradually improved ( Lactinex & Lomotil) 


FINAL GUTCOME | Cj STILL UNDER OBSERVATION (X% no sequecae 
ha isdacciaiesiasibtetiiaied TD 


(C) OLATH (Give Dore) (C) AUTOPSY (Give Pindings) 
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7) PEAMANENT INJURY (Give Mature) TO NO FOLLOW-UP 
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. . a. 4 ‘ a sof —— rs +e é nr a» . « 
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4 ‘ With ‘jefevenen ‘$a our saseoe ‘of March, 23,. 1967, concerning as a 

‘ patient who develosed severe diarrhea following the: adminis-"" *, 
ey 6 tretion of Linco cin, we are enclosing edditional information. 

" This report was sutaitted by Dr. Henry a Tumen, 18305 8S 

®@ Bitermeuse, en ee Pennsylvania. 7 Pek ea 


fe esi Oyo kd Very ‘eruly yours, si.) “" 
shige aa , THE UPJOEN COMPANY "220025, S057, 
vote dan St - >t A, ; 2 seit ‘ fake age Re ee 
eee ae : Howard H. Angell, M. Bi, is 
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Enclosures 


«bk. 2 ae let 
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“o ae ale fet ne LOM oF Sys * a ia fb ve EX 
our brie? telephone conversation ‘cf March 22: 
a, who experienced. colitis: in agsceiation with ¢, 


* Lincecin: eherapye hg ‘T: settee on the: telsshone, this has: -just: recently: 
%. veen brought:to. our etteation < : 
Ue vere. previously ? edvised. of. this oceurres: 


“98. our eg at has: failez;to’ reread: any, cqrveapontenss reemaing thas. matters: 


Sa a would; tneterore, 
experience in association with Ldincocin therapy. For this: ‘reason; 3a. ‘are * 
i ere a Adverse: Dros: Bilect, Report fora which ve voule apgreciate 


x earliest: comrenience » 


meg 3, 
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Yerch 23, 1947 


Chief 

Adverse Reaction Branch 
Division of Medical Information 
| Bureau of Medicine 

_ , ‘Food and Drug AMninistration 

. Washington, D. C. 20204 


Tar We have been notified of the following observation(s) witl 
eae regard to: 

. Drug . Lincocin Capsules 

4 

i! NDA AntibLotic 


Event Severe Diarrhes 
| Physician Henry J. Tumen, M.D. 


Address 1930 Rittethouse Square’ 
: Philadelphia, Pennsylvenia 


We are attempting to obtain further information regarding ~ 
: this réport and will immediately forward such information 
¢ when available. ; 


: Very truly yours, 


Gene | | , ‘EE - UPJOHN COMPANY 


Howard H. Angell, M.D. 
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: WiGHITA PALLY, TEXAS 


HISTORY 


.. Rooin No. aoe. Doctor.. P. ‘ 


Occupation 


eg F’S 
mage 


CHYBe COMPLA i? fold 

rocponnme VLE GSs This 56 year old, white male is admitted with aktdéominal pain 
nod Panatochosia. { had saan hin for thefirst tima just two or three days ago- Hohe 
sony ia to saa Dr. Charlos Wilson becausa ha thought he had hemorrh oida. tia had hae some 
plasding for caveral Wuekay Houavear , uhon Dr. “ilson proctoscopad him ha had tho appear 
apeg oc an ulcetativo colitis. He sant hin down to see m9. On that Cate he vod had soma 


Ee af 3 
4 rei leah Rg bee . 
“org like this off and on 


2 5 
rasent spall began about a month ago. 


never +hing ssvete. His } t f lig had taken some 
Vencocia Jor a ginus jufoction. Ha had tuo or three bowel movements that day, sort but 


ot runbly logge ar watery. Thun within thepast 2); hours ha developed ghs bl ecing. He 
“iso tend gorg pain in tho last lows quadrant. No molonsa. Wa atarted o 


. ‘ 
ne} LaceLlnes url 


blots. we felt a lot bettsr sor a day or tuo but then early 
vag auaseaud with very sovers cramping in the igf% lever quadrant. This was associates 
uy voctul spasm, bloeding, and for this roason he came over to bo admitted. ‘Tha stool 
spsulnan in tno office tho other day was suggestive of amablosis although no dafinite 


nea’ > brs 2 el» 22 3 nel 
GYSv3 Wutd 2UCA LLL icd. 


. 
PAS? HISTORY: Patient had an appendectomy soms years ago. Also a duodenal 
ulcer in 1962. No recent symptoms. Ho has had a lsukoplakia of the lip. 
PAMTLY UTSTORY: No diabates, 4B, ete. 
SISTENIC REVI Heed and nock - patient has had migraines headaches tha pase 
yoarg wie none rocently. 
ENT ~ 23a above rogarding sinus infoction a month ago; haieve 
“is cleared with madicat jon and fhe hag no sywptems at all now. 
Crs = nogativa. 
GL = sea alova. 
GU nocturia at wing of the straan but no 
fyulo ha does empty his Ulaccoar Wall. iia ‘nfections tna past year 
, Bneg and joint 
suco = & dOn © ; of the lags vita the 4 
sut of tho peessnt Lllness pnt nona of Lat 


Vv +4" 


SICAL isXA4s toveals a uall devaloped novrished, white male tino Waa 
he ERS rane Gig. ae ear Bea ie r es ye 
rulativaly comfortable by ehh Lima tie: woe horde 4 99; B. Pe 1)0/é5. 
Hood and neck - negative 
asonter 


th re eS na ‘A 0LVO6™ 
Jnns - clear. 


Hoast - sot obviously cnlarged. there is accontuation of thts 
Mewes yound at tho apex with a queutioa of low dtastolic mirinur but I noad to rocheck 


Atdomen - solt without masses. Tnsrsd 4g loft lower quadrant 
1 


ees M4 ive 
Noctal ~- not ropeated at this timo. 
hxt - no gdara. aaa WASeS yOF male 
; (sontia, 
teen id “u *e H] 


or sevaral years with a sma nie amount of bleeding but 
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WICHITA TALIS, TRA‘ 
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Room No... 
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Waltdiirs OLTT TS asm on ATM To 
AUULS COLITIS Aas PN tii, 


, 


Saibaba 


we eG 


Hospit: 


ry 
sJOCtur....... 


CCupation 


OLOGY TO BE D Ta. 


& tak 


Jah 


\ 


} ' 
RG BVOisescsce 


tINED . 


2~2-~,' 


2. ee Ee 


FUSTORY 


-_ eee Hee 


WICHITA FALLS, TEXAS 


TORY 


Hospital No. ee 


.. Room. No. 5) Doctor Ps MeCall. 


e& Occupation 


CHIUP COMPLAINT AND 

RS ENT ILIWNSS: This 53 yoar old, white forale was referred by Dr. E 
LIndloy from Duncan for mmarament 63 snbacute colitis. Her present episode sta 
about tuoto thres yaeka ago. About a yoar azo she hac pnoumonia and was treated with 
antiblotics and davelopad diarrhea but sto waz ill for a fou days only. 
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ees ' : : : gace 
This is characterized by right lower quadrant pain if she eats anything with roughaga; 
howaver, she gots relio? with a bovel movansnt. Her bowesl are regular; no blood, melena 


etc. Thon before Christmas sha had a cold and took Penicillin shots Gaily for abont a 
uaak and thon antibiotics by mouth including Lineocin. This was when tha diarrhea starte 
: P i Rid alae . a es “ees 

Sia bag had a fSw'off and on since. Also sora nausea and vomiting. She ha3 had from tio 


to tan boug] movements a day with soma blocd and mucus. Dr. Lindley had proctosconped her 

and x-vayed har colon and found no abnormality. She has baen on eluten rostricted dist, 
53 complains of a lot of rolling and rumbling in the atdorsn and lower abdominal cramin 

"ce a time she hid sors ssevora right lower quadrant sorensss but thig has clearcd and tha 

robo he still tender. ‘hare is no history of any exposure to well water, any foreign 
faval, vtec. 


Patien’% still has a littl cora throat and nanal obstruction from her recent upper 
rasuivatozry infection. Sha has been quite suscoptible to head and chast colds over the 
many ysar3 ard has had pnoumonia sevaral timgs. She was bronchoscopad hecause of this 

a yaar or go ago but it was aprareantly all right. She doasn't smoke and no known allerei: 
Sha iu alusaya a little short of braath with exertion but it doem't sound too unusual and 
thora hes been no orthopnsa, paroxysmal nocturnal dyspnea, angina, chronic cough, etc. 
Sha dea3s hava come aching about the ribs, nothing that su pests pleuris;. 


PAST HISTORY: Patient had an ulcer about 1945. Soa above regarding pneumoni: 
Hed a complata hysteractomy in 1945. Sha saw Dr. "aagan soma yoars ago for som3 bladder 
geousos. No malignancy. 


FAHSLY HISTORY: Father diad at 75 of heart trouhle. Mother, 79 7?, 25 9 
rsh i 7 Ch I abe voice ke aa Geet Be ‘Lx stoliogs aco Llivtas ard watl. fe raat Ll digeaagasg. 
S1STsI REVS: Hoad and neck - a lot of heaégacha which ska attributes to ter 


1 swith aspirin. Sho folt terrible dizz- with tho presont illness. 
“or hag had syncopal spells in thepast with her other illnasses a3 pneumonia but has not 
fainted this time. Her neck stays stiff and tight a lot and this isa part of her arthritic 
probla.a. 


Sinus. Sha traats ret Bl 


KENT ~ sea above reyarding uppar respiratory infoction. Her 
heaving may ba down a little in reeant years. Sha also hay notad floaters in her oyes 
but this has boen prosent a long tima. lisr teeth ard gums are all right. 

C&S - GI - soa above, 

GU - no symptoms at present. Soa above reg. rding nast diffi- 
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Bony and joints - sho ims had arthritis for at least three 
a years ami seay a doctor in Oklahoma City. Sho doasn't racall what type arthritis this... M.D 
(cont'd) HISTORY 
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& P4EREGSTONs SUBACUTE COLITIS ,PROBABLY SSCCMDAPY TO ANTIBIOTIC TITSRAPY. 


, BETHANIA HOSPITAL 
WICHITA FALLS, TEXAS 
"STORY 
Flospital No. 


Room No Dowtor 


ig avd it affects mainly ber neck, arma and low back. Tho knoas and olboua suall at 
tinga but there fa no red hot suollan jointna. Sha had rhoumatic fiver aa a child. 
S19 ig not sura what typa of medieation she takea. 
Nouro = nogativo. 
Matabolic - soma intoleranes to cold ag always but her skin 
is yrobably all right. She has hot flashes and takes shota. 
PHYSICAL wZAM: Reveals a slender, white female who appgars acutaly ill witn 
a conparature of 100; B. P, 118/80. She is rathar weak and pale. 
Haad and neck - nugative.a No nodes and thyroid not onlarged. 
KENT “ nagativa. 
Lungs -claar. 
Eoart - not onlarged. No murrurs. 
Atdomgn - sons diffuss tondarnass particnlarly in the right 
Loar quadrant but also to a loss degrees on the left. No messes ware felt. 
Polvic - I did not ropeat her polvic or rectal exam at this 
ingaag tT uant to gat somes stool specimens first. 
Kxt - no edera and pulses normal. 
Neuro - nevative. 
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iia As COUT WTS G STIS, TIGL UAT RMT RT. 
HOS2LTAL COM: This vatient, a “3 year old houseuife, was admitted on F-10-4; 


and dismigsec on €-?h-"7. vrior to entry sho yave 4 history of diarrrea, fevor and 
hlomy stools. She gava a history of tha use of Lincecin for sam threan uoeks baforsa 
antry rolated to «an unser respiretory infection. we Was trestad with bactinax, folic 
neid, howover, her diarrhas pray; r7ised . Ske beens move ith and was admicted to tra 
hospital for further ooservation. dar chysies! exarinilion on entry sox -d no 
significant abnormalitiss, nar heart ond Lunss wore claar. Her nroctoscocic examin- 
ation done on tna day of antry shoved tra snsous memoranda of tha rectum to ba granular 
wid bled cosily. It had tte agpaaranes: of A chronic ulcerativa celitis. Pationt was 
nvite ill and febrile with taumparaturas t» 103.2 rectally for tar first 6 hospital dava 
‘She was initially start:d on Gnloromycetin, given (¥ suoportive OLuids and her ant: bint. 
wai subseyuently changad t9 apythrovycin on £212-57. Wa €-23-57 howavar, badauaa of 
continued atdominal pain, faoeile course, s74@ W's alacad on a “ore rigid program wits 
(y terramycin, IV supportive fluids, cortenemas. Un €-15-67 sho had a sigmotdoscon*e 
exgminantion by Dr. Janes ime who also felt gre kad an idiopathic ulcerative colitis. 
Shs bopan to improva sbout the Ath of Jugust whieh was the and of her first hospital 
yoo. Prom than on she continuec to inprove. Har stools heeame lass frequent, was 
sule to take sora nourishment. of6 das a:bsequontly changed to Cremathalidina, Lomot il 
uleacativa colitis diet, renaral supportive m-asuras. Sho was subsenanantly digmissed 
on her With hosoital day. 
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KALAMAZOO, MICHIGAN 49001 
TELEPHONE (616) 345-3571 


Marca 1, 1965 - 
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- Division of Medical Information 0!) 3! poche Sete es Segeten Ce chee eae ser 
Bureau of Medicine. ' SSeye Verse eater ee I meee |e Sean 
‘Food and Drug Administration” ws is Sep eget MBE oe > srl 
ia . Seo nits tee eee e ‘ ‘ . 
Washington, :D. C.;20204-°,"'."*", eT 

; tg lst : Le ae Oe : ¢ 
, 4 r r KS : ~ 7 : im ¥ r o : : : . * ‘ 
a ale’ ees. DAneeds Case jy 553°: °) iP es 
Shak 3h we -Ocin, ii 4 eta 


Wta reference to’our ‘letter of Feoruary 13, 1968, ‘concerning 
colltis in tarce: ‘patients following Lincocin therapy, ve -are 
enclosing «additional information. ; ; nos 

. ‘ ‘ 


1%, 4 = report ° 


This reps -G suomitted oy Dr. Preston’ McCall, Wichita Falls 
Clinic-Eospital,:.1300 Eighth,: Wichita Falls, Texas..: pe ar 


Very truly yours,’ rut se 


TIZ U2JOUN COMPAITY™ . 


‘Howard H. Angell, M.D. 


fr) 


nomyury Lt, LOW 


oe ad 


Chief 

Adverse Rerction Brunch 
Division of Medical Information 
’ fureau of Medicine 

j Fool and Druyz Administration 
Washington, D. C. 20204 


We have been notitied of the following observation(::) with 

i regard to: 
Drug Ae a cencedion,. NE oiuS sey 

HLICOCIN, CIse 5,° 9935 


NDA 


mcelLotLocie 


Fvyent ath ‘ P 
Colitis (‘3 prtients) 


Phaysie ian Fs fae licCall, ued. 


Address ae) are . - ' 
fichita Clinie and Hosoital 
Yicnita Falls, Texas 


Weare ottemoting to obtain further information reiurdins 


cloth immediobely forward such tat tRton 


Very truly yours, 


VHE UPJOHN COMPANY 


Iloward H. Angell, M.D. 


ay 


See ae ee ee oe 


INTZROFFICE PAEMORANDUM 


wows ao Pores ° 


TO; oH. Angel} SUBJECT: Lineveiu Col Lti 


FROM: tA ne DATE: Fobriucry 13 ‘ 


a result of a communication from our Dallas Beene, TO coateret 
jer. J. FP. MeCail (Wiehite Clinte und Hosptial, Wiehita kellie, Tusxus 
Aren Code 817, 382-1 LSL) concerning three Enter Ot men colitis 


in essocintion with Lincocin therapy. 


in of these patients were referred to | 

nod the third case had its origin lust full, the patliont be ins 
attended by a Dr. Humphreys. Dr. MeCald 

scopic crvumination of these patients had revealed an Int Limned 
granular-appearing bowel reminiscent of ulcerative colitis. 


Dr. McCall. remarked that the two patients he treated hieh recovered 
although the most recent cause, an clderly female, had been very i 
and had required hospitselization. Dr. Humphreys! potient, on the 


other hand, hus had recurrences. 


Details of dosuge ant conditions treated were mot recall.<d | 
Dr. McCall. le offered to send a narrative suminiry OC Lhe Choe 
cases. T told him we would be pleased to receive Lhe reports a 
we were anylous to document all mirketing, experienc 


Before ending the conversation, J discussed in genernl term: our 
previous experience with Lincocin In regard to gastrointestinal 
remebhions. Or. MeCal)l did nol seem overly upseb and remorked tbat 


he was not alblogether sure that Lineocin wis responctble in abl o 


IVK cpt p 


Dalias - 3 


so ely 13; 1953 


Ss De MeCall, Hove 
Jieniss Clinfe and Hoopi tel; eer et ee ¥ Pat: 


Dear Dry teCall: ri ree cg chet Are 

~ 1m — a with res os te ous phone conversation ot Friday, tach 9, 
soncerning the thre a saeemabe of yours. and Dr. Ihmmareys who e sperienced 
liztrrhea and colitis in a.gociation with Lincocin theran;. 


3 ent Joned over the phone, prior resorts of ravier severe dtarzhea and 
3c3%3 “colits have heen received. Although we are engoxed in projects 
‘caisned to-revenl the rechanism for this tyze of responce, our efforts 
ave teem unsuccessrul. a 


“5 43 interesting to rote that althouva Signoidescopic nxomination of the 
sel has revenled a picture sisilar to ulcerative COIS the clinical 


curve of the process is not typlenl of the asove disease. On the other 
cond, thece patients have usually resyornded to Azulfidine and steroids 
ften sore conservative therapy vas unsuccessful. 


2orward to receiving your narrative sucmarics 2 these cases.: 
Yery truly ; si ; ; 
Sate. Tr URJOMNt COMPANY 


Loox 


- Le- Ve King 
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DAKINE OG GALLE S MORNIN gies wae Te TAREE ONT 
18a Le AES EB Ral AS RS TIAL I AT LOL OLA PIII LIE LOTTE PIO IOI OE I OO pet x 


EINAL OTE 1-26-41 to P= 13-6F 


atient was xdritted with colitis. Vroctoccorically this fr d tha tynicn’ 

chroni: vieoerativa colitis and her course fnllowad this pottern alsa. Tho 

of tosnitalization she was uvite toxic. ilar tamrernture #23 "up to 103 with 

ard sweats. Bloolcultures wre nective. Stool avans initially revealed a mixed flora 
ecam neyative bacilli and soma straptococci, can wad calls and muscells. No parasites. 


Steoli and ,erobacter specics wore cultured out. “ater 2 stool speciman revealed many 2Tan 


positive cocci in clustars. hs was treetad jnitislly with Heflin with little inprovoment. 
tater she was treated with Chioromyestin I: plus oral beomyein, this plus cort cnava3 soenod 
to va what settled the process dan and after the iCth hospitalday she felt onite ‘all. the 
diarrh2a also checked ovt. “er hamoglobin which “as 10 erans on admission dropped to 
cracs at one time and she received one tran8vfsion. he also receivad Imferen IM for 
several gaya. “ar sanog .obin vas 13 crans at the tine of discharra. Sha still bal a littla 
Aslevation of her white count of 10,100 with FO. sega and 28 staby. Synptomticaily she 
sag much improved. Her diarrhea tad about checked and her s!%ols were fairly norral. She 
has takine only an occasional Lomotil the last fow days of hospitalization. “ho waa dis- 


charged back to the care of her physician in Duncan on thea following modications: 
Azulfedine 2 pe and ha; Optilats 1 daily; Tuinal grains 1) at badt ms as naeded for rast; 
ftrafon ac and hs; !omotil to take 1 after ¢ach hovel novarant and a low residue dtat. 

- sent a copy of our findin#s to Dr. Lindley of Yuncan, Uklak. 


CASE WX 


Sa. 


Ulcerative colitis. 


Same 


feoectoscopic examination. 


@ mucosa tias edematous. 
i 
io 


m had multiple ulcerations which ware coverod with white mucus. They 
This was probioly representat.ve of either 
al colitis or a non-specific ulcerative colitis and most likely the 
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THIS FLAP IS J READY TO SEAL 
NO ENVELOPE NECESSARY, FOLD AND SEAL 


NO POSTAGE NECESSARY 


disien,  S wecite BERIENGE REPORT epee n, 


FOSS ANS ORLS ADMINISTRATION 
MASEINGTON, D.C. 70294 


, DAY & iis 


JG INITIAL REPORT 
| 
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joare CF CiRTH 


Feb. 18 1932 


tay VEaR 


bed by Tne Upjohn Col) 13 N. Broad, La 
: aaa eceananma ire Veena ee 
7 ~ as TIONS! AND ANY 7083 245 ASSOCIATION WITH THE CAYSS) INVOLVES 
ve is :atrogenically induced by Lincocin. Pt. had been on the drug 
adverse reaction was noticasle. Pt. has been on Terrastatin several times prev 
sut any adverse reaction. Pt. does get moniliasis when on any antibiotic except 
eo 
Thus, she was placed concomitantly on Lincecia & Jevrastatin. When ecver 
estom: D?UG RELATICN TO REACTION placed on Mycostatia anc a bland diet. Con 
nd—then—returead.—# 
IN ORDER OF SUSPICIC! 
. WaNUFAGTURES Rut STICS a7 S2E52R CR REAESN FOR USE CF 


BIDE (GENER COTA KD here et ¢ viet 7 | Pane t 


8/16/69 


Lincocia Lot ZC 025 18 
— -———— {Nor 392 


IWRORTANT MCDIFYING DATA 

ee mer phe rane 
TRY STUDIES sCLIN.CAK CACOSATSSY, ey DAL LAE 

vasey/eims 


wre Peiem 
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AND AGS. CULTERAL CHEM CALS: 
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TaZ THES Ace APPLIC oe am oe 2 


MEDICINE... 
MESIGNED FOR HEALTH... 
PRODUCED WiIfH CARE 


THE UPJOHN COMPANY 


LIA 700, MICHIGAN 49001 


t fOr (bi) 45-3571 


wangar 7, 1953 


4 
Ivars: Reaction Rraach ose ‘e 


* 


sivisgion of Medteal inforaatilon 
sstau o£ Medicine i ‘Se 


Poot aad Drug Adeiauistration -:.-' °. ie ns vets pers © ike 
"ersiagton, D. €." 20294 nee or Coen : 


Re: Lincocin Cansules 
Case -#. 756 ae ot 


cy vefarance to aur praliminary report of October 23, 1969, concerniagz 
: izstasers of ealitis in association with LUlacocia therany; anclosed.is 
i fctonal information receivad. from tha resorting nay3icilan. 


Tr vill Ge notad that this. patleat has a history Of recurrent. moniliasis 
related to previous antibiotic therapy. Be" “ 


,.4 


Lancaster, Peaansylvania. 


Very truly yours, eee kits 


Tis GCPICUNT COMPANY 


3; crenort. was. suomittad by Alfred Bovee, M.3., 1109 Zast Orange Street,’ 


~ > Sey Ne 2-4 a 


a “ale TSO . 


Linewem 


Philadelphia (3) 


October 23, 1969 


° 4 


+ Mlfzed Boyee, M.D. = 5 5 
\ . 1100 East Orange Street oe ‘. 
: Lancaatats ee ne 


- Dear Dr. Boyce! : aa sae it 
I an writing ‘with ‘eaasie: ‘to cunahens PER 2d. ig of wineodey bitikes 22, 
which coneern who cevelored diarrhea and TuCcoUs colitis. follow 
ing four oe of oral Lincocin therapy. seen Se 5 % ee ie ime Or ta 


t. fbn, . 


Aa I cnetiouil on tha phone, therapy caployed during episodes “peported re 
the pagt hee conatetes oe 


* RE te Let Low sentilias asec: SE De Mia se ae a 
Ae tea A sas tneieendeee , oh. eo ; Swed tot 

wot swt'ne Je! ADsorbents:. ie 
est ee Occasionally, ysteate « ce theostersids or steroid 


Patient ‘wesponse ‘to. this: cype of. diauininaint has or generally satisfactory 
though. sometines slow = ' Shree weeks to two or three months... 

i an eintiatie a a peecce iid Rik which we » would toptectath your con- 

piating and returning at your earliest convenience. You covered the matter 

rather well over tha; phone: butthere may, ne sone addition1 information you 
wis $o addy... oe ey greg Pe : eee : - 


We oe appreciate your ‘bringing this matter ‘to our attention. 


; eae Very ‘truly yours, a: 


THE UeJOEN COMPANY 


| * koe L. V. King 
alco Medical Servi. 3s 


THs tPJ0nA COMPANY 
KALAMI<00, ‘MICHIGAN 
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——— SSS 
ADVERSE EFFECT NOTED 


av® CATE QF oniar 
Ulcerative stomatit 


aot 


eo ON 


— hn ee SS a 
BAe OF Ursa ONG 


Linsocin (Injection) 


A> NT (Gun TiniCATION 


is and proctitis 


MARITAL STATUS 


M 


——— 
OCCUPATION 


Housewife 


Cowl a Cama THEATEO 


antibacteral treatment because husband has severe emphysema 


oe a 


Respiratory infection - 
on Epa UOTy 


eee RE LLL LT 
d with Lincocin I.M., then bloody diarrhea 


wiatauny OF PrastntT ICUNeSS 


Had diarrhea following respiratory infection treate 


li days after first injection June 11-242 
OF Alea! helt los tn imal 
DRUGS ADMINISTEREO DURING PRESENT ILLNESS 
RR” ceacteieieaildlibios 
DURATION OF ADMINISTRATION 


NAME OF DRUG DOSAGE i 7 a ea "ans 
‘ FROM (Give Dute) TO (Give Dote) 


Lincocin 2 cc. June 11, 12, 13, etc. 
glee seas als jepampiannral MANNIE LAINTIE's 
fo oe ee 


en a 
Pant on coe INCLU 


Kos UG Themary 
‘iis women has recurrent diverticulitis and Lot No. of Drug Used Lost 


phe has had ————— 
| Eee 


Sa iCal Awe BATA TIONS : 
or Anveemsa werects 
Ghe showed 1 small aphthous ul 


— 


—— ae 


cer of mouth and proctoscopy showed innumbera»le small flat 
placentae tence a a 


superficial ulcers of rectal mucosa, apparently more numerous as SCOpe was advanced. 


RiwuLTS OF LANOMATONY TESTS 


“Treated with | and gradually recovered. Reproctoscoped Aug. 23 and no 


Treated with azulfidine diet, 


‘wieers seen. Gums normal. no specific changes. 


Cie AL due FOLLOWING DEVELOPMENT 
of sty mse FP Rrars Cre In THER AeY? 
T P - : 
LOL.) (lk Awl Curea 


— cc ceee eee ween on eee LT 
oc ere 
Sie Renters cine 9 ae anne an mma men ena <ccabiiantntinescscchsiiiannnnsescniinanle ative 
FinaAL OUTCOME [| Sill Under Observation X| No Sequeloe 
ac cae aaeaaaesoe a ass PES! ReaD oe 


4 No Follow-Up ge Death (Give Dote) | | Autopsy (Give Findings) 


—— 


[ | Permanent fajurg (Gove thotwre) 


OC AC 


ee ee ee 


Ee iti en oe cuts e font annvanee BOCEET? : i 
Possibly a result of a viral enteritis? 


ET 


Hawn OF HEPAT BELG Ceo th i eee oT ee hipaa a aa a parece aaa DATE sae 
Joun B. lienler, M.D. bon Coral Way, Coral Gublcs, Fla. 33134 Oct. 1k, 1955 
Se tN TE ET RTE OE TY PE Rte CARY Os mete ee 


poe s . tee ee ON TR eV Oe ee ee Re RONEN | ERAT RET TOTES WLC L BRE ETE SE 
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A 
MEDICINE... 
DESIGNED FOR HEALTH... 
PRODUCED WITH CARE 


THE UPJOHN COMPANY 


KALAMAZOO, MICHIGAN 


Octover 26, 1:65 


Ruywwond E. Birzilal, M. D. 

Diylsion of Hew Drugs 

Antiviotic Drug Branch 

Bureau of Medicine Ov 
Food and Druyz Administration 


Washington, D. C. 20204 x O\ 


Dear Doctor Barzilal: 


Re: Lincocin, Sterile Sol tions 
Foclosed ere copies of records and reports, which are suriltted 
in aceordunce with *he requirements of Section 507 (-) of the 
Federal Food, Drug and Cossebic Act, concerning an instance or 
diarrnea Pollowing the oduinistretion of Lincocin. T% will be 
noted thtt in the opinion of the renoing paysician this was 
possioly the result of a viral enteritis. 


Wals report was suoaitted oy John B. Licoler, HM. D., 4Ol Coral 
5 


Way, Coral Gables, Florida. 
Very truly yours, 
TE UPJONN COMPAUTY 


Goward WH. favsela, if ve 


Enclosures 


rye eee oh ‘ ar ped eager 
y* Swe SUG THE UPJOHN COMPANY 


www 5 were 
any at 


\ 
i] 
__ (PLEASE TYPE OR PRINT) | __ KALAMAZOO, MICHIGAN t 
* Tadvansé wartime -—-- <5 ro =r aS —i Ss Te t 
ANNO OATE OF owt 

March, 1965 
Sew i 


Housewife 


7 


ont 


Proctocolitis 


ww of 


_ Took Lincomycin, got diarrhea, tenesmus etc. 


| 


' 


DRUGS ADMINISTERED DURING PRESENT ILLNESS 


DOSAGE fe 
FROM (Give Dare) 


‘ 


aye 


‘~ 


—— nl 


ILincocin unknown I did not administer the drug 


es 


greet eee PUREE CPST TT 


—— 
LOT MUMM@dA OF LORUG U7E0 


~~ . wANIPE STATI OD 


W AVR CREP CLS 


eT PT TY 


Diarrhea, cramps, mild ulceration 


tu Tt OF LAD tater’ TeSEF 
se FUND BOVTR ree echy 


None done 


ee ee 


MG OLVELOPMLNT 
Lyot tTeTmarvi 


B3ulfathalidine, Domnagel PG, Lomotil, 


FINAL QUICOME | L ) StILR UDLR OBS" RVATION (Xi NO seQUELAE 


‘Cayo Mature) 7) BO FOLLOW-UP { ; DEATH (Give Ovre) 


J ° \V ude fla re LSs M. D, UYoustoa,.-Texas— SST oh gee ps oT oe Se ht |. eee 


sed Wa” am 4 be PT oe 
M65 Rte bane 
Aa ee ee ed 
Sane 


whi’ 


. ay 


Viiioe DAUU EEPeo KOs THE UPJOHN COMPANY 

Pao . ne e (PLEASE TYPE OR PRINT) N 

; ; the + Te SRR ay aah 7 a RS rt SS er eee KALAMAZOO, MICHIGAN 
Ano HATE OF riser 


wate tee yttnte ne 


*Lincocin 
SENT HEM TIN ITA Pics 
rN 
\ 7 

iarrhea, anal fissures, rash on arms, proctitis 


eee OF ereSENT LLP ess 


After taking Lincocin, developed diarrhea, nausea and vomiting. _ 


——Soere 
i a ee 


DRUGS ADMINISTERED DURING PRESENT ILLNESS 


DURATION OF ADMINISTRATION 


JANE OF DRUG DOSAGE peleew eres 
a eo EROM (Give Date) TO (Give Date) 


Lincocin unknown unx 10wa, I did not administer it, 


saenaineecetin cam Nuapetar eywtor “oe os Sanaa si ees ob erenisihotatae dein Micceeaeraaiparpaigion acepunsianisandeeSinabiisinisbistaes 


' 

ry 

© 
; 
f 
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f 
. 
f ; 

a 

| 
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a2 ee ee . a et 
set ENCE Ghett tee LOT NuMSain OF OCaUG LIFD 


held URUG Tne AeYy 


[I do not know __ 


~ 
” k MANIFRATA TIONS iy sss gsi a er ae 
Ptese Gercers 


Ijiarrhea, anal fissures, perianal irritation 


! 


e218 "9 OF LAUDAAT OW Thats 
hE .UOING ADNOMAG Br recTs 


_None done 


- 


HAL COE POC OWING Lave Conan er” 
AVE AE RRR es NT LUD PtRary) 


+‘ 
cwecovered 


FINAL OUTCOME | { 4 STILL UNOER OBSERVATION XC AND SOQUEL AE 


o PROMAREPET HUIURY (Gree Nutuee) {.} NO f#OtL Ow .uF SOLAIN [Given Dore} 


‘ ial tee. ieee G.> Utne Deane SOP . 
$9 Chis Ag Sateette buh AOMEMR EPPEeT? 
@: not kuow., 


yt a et *"406 Hermann Prof, 
bi Rinses Pix evita .......|.,Houston, Texas 


wese ME UPJOHN COMPANY 


(FL.FASE TYPE OR PRINT) KALAMA\Z00, MICHIGAN 
acve sa UWF? raves * % PROCES Gries ~ AN) 200, MICHIGAN 


AnQ 478 OF ONET 
tex ~ ~" fea PX SERVOS OC 
feeisiiis | Widow 
aneeh-souren eh dae 


May_10, 1965 


’ : AG Pa wre etee Po ‘ Gccura 11ON , —- 
) b Housewife | yy 
% Pn a A —- 


Diarrhea 


me STSae CF PRESENT ILLNTSS 


History of taking antibiotics for two to three weeks , trouble with her colon 


DRUGS ADMINISTERED DIIRING PRESENT ILLNESS 


seems —_— —_ aD . 
| DURATION OF ADMINISTRATION ts 
ee en 


DOSAGE = bb 
F | FROM (Give Dote) TO (Give Date) 


NAME OF OXUG 


Lincocin _ 


“bt mG tule INC LUOINS 
1M OUD PHeeany 


I do not know. 


tut wumMoert OF CAUS UiZO 


AP Ane 


( OT ET Sa. «<seaan ae ee os <a 
-_ ee eas 

ADVEMSA Bree crTse 
! & Diarrhea, perianal irritation, tenesmus, ulceration of the recta Lmucosa _ 
‘ 


similar to that seen in chronic ulcerative colitis. BE oe Bt aia. tage ae 


. TS Or LAN WAT OMY ets 
INCLUDING ALVENSY fr C16 


ST My 


1 
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INTEROFFICE MEMORANDUM | 
: ee, mee semis He. ut 2 RSE RET RS SET ES | 
TO: H. H. Angell SUBJECT: Telephone Conversation with 
Allyn Dambeck, H.D., concerning 
Lincocin 
FROM: C. D. Brooks DATE: July 1, 1966 


Allyn Dambeck, M.D., Tolland, Connecticut, has a patient who deve'- 
oped colitis after Lincocin therapy. ‘the paticnt, a 23-year-old 
white male was put on penicillin for a dental infection. He did 
not respond and after three days was switched to Lincocin. There 
was a satisfactory clinical response and the drug was discontinued 
after 3 or 4 days. ‘three days later the patient had the onset of 
cramps aud diarrhea which have persisted to the present (two weeks). 
He is hospitalized;on sigmoidoscopy, the colonic mucosa is red and 
friable and bleeds easily. A few small ulcers were seen. Bariun 
enema is compatible with acute ulcerative colitis. It is especially 
interesting that while this patient has never had colonic problems 
in the past, he has a personality vype which, Dr. Dambeck says, \ 
would be assoclated with ulcerative colitis. 


The patleat has been managed with symptomatic anti-diarrheal aad 
anti-colitis measures. Steroids have not been used yet. The 


paticnt shows no sign of remission. 


A copy of: my letter to Dr. Dambeck is attached. 
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RALPH K. ZECH, M.D., F.A.C.S. 
01°? OMATE AMERICAN LOARD OF SURGERY 
GO0u CODS NUILDING, SEATTLE 


December 21, 1966 
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Medical Director 
Us john Company 
Knlanazoo, Michigan 
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Doar Sxyrs: 
{ would Like some insormation regarding Lincocin. 


I recently treated a lady with an infection. She was given an injection 

of Lincocin and was then given SOU miligrams of Lincocin cvery cisht 

hours for a period of five days. While she was on this medication she 

developed a diarrhea which to a great extent stopped rather soon after 

the medication was discontinucd. Approximately five to seven days later 

she begen to complain of an increasing diarrhea, and in spite of 

consecvative moans, such as a very bland or constipating type diet, anti- 

cholinergics, ctc., the diarrhea persisted. In fact she was eventually 

placed on Lomotil because of the diarrhea, and given fairly heavy doses, 

and was also anoscoped. ‘The mucosa was generally quite normal, I thought. 

| in spite of incrcascd doses. of Lomotil and Pamine, the diarrhea persisted 

| and she began to lose weight and was reaching the point where sie would 

cat nothing. Five dws later she called me and [ told her that she should 
@ present herself for a sipmoidoscopy, after preparation with one Ducolex 

Suppository. This she did and on sigmoidoscopy there was the appearance of 

a rather classical ulcerative type of colitis. The mucosa was reddened, 

Feiable, somewhat grandular, hyperemic, and it bled very easily when brushed. 

There was not any actual ulcerations but I saw,several areas that looked as 

thouzh ulceration might be impending and there was a great deal of mucus 

and some of it was bloody mucus. 


‘this lady was placed on Azulfadine, Pamine, Librium, and a very bland low 
residue diet. On this she has improved very markedly. 


The question that f have, is, do you feel that. there can be a canse in 
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of whet would apocar to be an ulcerative'ttype" of colitis’ € am not aware 

that such a relationship exists, but [| am aware of the fact that the over- 
whelmiuys majority of my patients on Lircocin, do get a diarrhea, which in 

some cases i$ not severe but in olhers it is quite severe. The Detail man 

has told me that if the patient. receives the medication before meals that 

the absorption is considerably greater and that there should be less irritation 
to the bowel. f have used these precautions for the past several weeks and [ 
must say that there has been less diarrhea. 


lwill be very interested in any comments or reports that you may have refecable 

to this particular case. J must adwit that it has rather tsken me back and 1 

wili be forced to reduce my usape of Lincocin, at least for the present pntil | 
& Cra be reasonably sure that there is no particular increase in the incidence of 


Medical Director - Upjohn Company a 


the various types of colitis. 


1 would certainly like to thank you in advance for your help and attention 
in this mattcr. 


Very sincerely yours, 
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V\-25 you 2oF your most informtive letter of Decemer 21, 1556, concerning 
Jv. ioouwie patient vho expertenced severe disereea and develsned colitis 


are 


2 chaages in isseciathion with Lincocin therapy. 
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3, Mi have Qoserved, Instances of di2zrvrhea do occasionally occur in patiants 
-» iiave had ormh Lincocin. Ye have also received a ery reports or 2 colitise 

cycirom ucconcanied by fairly severe diarrhen in patients on this drz:. 
S3 Log bistaaces reverted to us vhere proctoscopy lias sc¢en dere, the sucose 


‘4 Latl sed ond ederatous and appeured in sone eases 25 you heve descrized 
4 '. In your nattent. W- have received one revort in which 2rac wleerstion 
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tevormation tu dite, ccacerning repeurts of vowel inTlawmtion and disrrten has \ 
lel no Aprassat evidence o” un wversrowta of ionilia or other NONSsusce d= 
Alo orcwises. Apvuareatly vhen this occurs it reoresents a direct ressonse 


‘Sv atLolotic end 13 rot related to alterations in intestinal lors. 
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“9%, Such s3 you lnstituted, to include An #idine, en smtisvasnedic 
wv oogadne ates ha. Leen ubilized in previous instences tnd Yoand to sr 
340.3, se in your ease. 
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fo PMthy sonreciace the completeness with vaich you livre urought this 


Very truly vours, 


TIS UPJORT COMP.ITe 


‘ : Woward He Snell, MD. 
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Ravn of Clinical Plndtags: The patient was acaltted with diarvhaa, wodeminal pata, 
And nawaea. Sha had gonsralisad guarding of har abdomen. Thara saswed to bs aligncly 
sor’ tandearnesa in the vight lower quadrant. Sha had a 19,000 white counc. An «ccplora- 
tory lnpavotesdy was parzorend on 6/7/63 and thera vas aterila frce light pinkiah->zo%m 
ftuld in tha peritoneal cavicy. Thara wus an acuta in? lasmaSovy procasa with narkad 
dajeetion o% tha serosal vasesls o2 tha ceca and ascanding colon and a wodarata smcunt 
o£ adewa in tha masenteric border of tha cacum and ascandiag colon. The romaladdr of 
tha vodeniual contants wars unrawarkadla. An ap>oandactomy was paxtormed which reveal- 
od only lywonelid hyperplasia. 


‘Cha patiunt’s hospital cours’ tras complicatad by forvar, increasing tachycardia cid 
laukocytoals which gradually incraased to adour 63,700 with 05 4243, 20 bands and 
9 mones, rool omadnaticna Jor ov: %nd paragltaa vara untawarksvla. Taltialily normal 
enteric pathogens warn cultured. then tha patios’ had a opreadlagy Grewth of protaus 
alnavis, Tp pavasites tate saen. Yar protela elvctyepnorasis Oryralad mrss 
bata ylobulla with accompanying bordayiina Incraavad alona globulina, Tops: sion - 
Claprotilaswia, Urinalysis waa unreeartadla., A hyd. 15.5, hawatoerit 65, sazen 
aleetrolytaa normal, orroloay nomereactivs, SGPT 10. Dtoo. wav 2b oceult diced po 
tiva, cany Isukseytase. {50 Tizas 22 units, Cerouctivs protain mrrmativ. Cyoatiaina 
oO. Oa the G4A-22, following valses warn normal.: Cholaxtarol, prosphomiw, total 
dbLlil=udsia, veie acid, DUN, glncoes, LOX, alkaline phosphatase and SOGT. cha dal a 
saree calolua of 3.5, alain 2.1, total proteia 5.4- Tay carua cavotene was CO oegen 


Laoovatory otudias; Chast meray asd acute abdomen oarias on cdlaaion shevs bilateral © 
Laersaza in pulmeesry vascularity and fsae <ight pleural oftusion. The addcmmn shored 
lehe dilatation of tha cwall bore] loopswith no gvidenca of mechmied obstrection. 
< waa radual devtaase in tha puleonary vaacularity ond comyestion. LCG Tavealiad 

ojnuy tachycardia, ley voltage od ainer T~vxva abnomaiitiua. 


That wy: = somaiatad of toy, Zintdlsa, n.d.0, 2nd vran sha gas gtartad on a constiaan 
ting tat fis og Glin Raopectata pad Daceworle. Ula vets item Kaslia ds. iarye dosa-¢ 


and digitalised and racaived Lasit aa 4 diuratic. Praes th buiay discharged oha vas 
siven azuliagdina and pradniszona. © ‘Pischarye therapy inelnded diycostatia tablets, ona 
se 


sieds, Peodnizona 5 mg. qeledeys AsulZadiaa, two q.i.d., Raopectatsa and Parsgoric, ona 
ap. qeied. Lavi 40 oy. daily and Lanoxin 0.25 mg. dally. 


Vinal Diagnosia: Yon-apaciZie ulcarative colitis. 
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Medical Services 
The Upjohn Company 
Kalamazoo, Michigan 


Gentlemen: 


Our Yucaipa, California representative, William Satovich, has sub- 
mitted an inquiry concerning the oral use of Lincocin for a young 
woman patient who developed severe diarrhea which was diagnosed by 
the attending physician as colitis. The patient expressed tender- 
ness on the right side affecting both ascending colon and cecum 

and showed a wnate count of 19,000. By reason of the above symtoms, 
the patient was operated on for appendicitis. On removal of the 
appendix, it was found to be normal with no overgrowth of any 
organisms. There was also no evidence of any amoeba or auy other 


protozoan present. 


cause for this 


n view no suspecting organism could be found a a 
Lincocin be a 


I s 
natient's colitis and presistent diarrhea coul 
£ > 


‘ctor in any way? 


Since no names have been given relative to patient, physician, 
dosage, etc., we are sending the salesman a form covering all neces- 


a 
sary information in event of no improvement. 


Sincerely, 
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“ K,/H. Laird 
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July 3, 1995 


Chief 

Adverse Reaction Branch 
Division of Medical Information 
Bureau of Medicine 


Food and Drug Administration 
ae i a0); 
Washington, D. C. 20204 


We have been notified of the following observation(s) with 
regard to: 


\ Drug * wh ; 1 2 £05 
T | 6 Lincocin Cansule3s, Case j7 590 


NDA ‘ 


Event - 7 
Diarrhea and Colitis 
-nysicia T1275 ° 2 

Physician Me. Willian Satovich 


Address 
Yucaips, California 


We are attempting to obtain further information regarding 
this = : . P 


rt and will Smmorligtaliy f% ~yare eya70%4 “Pans 4 ~~ 
6 CLL WALL LMMeGsauvoly 20 Wee wo ANtormeuLoen 


when availaole. 
Very truly yours, 


THE UPJOHN COMPANY 


Howard H. Angell, M.D. 


pip 


eS ee deee ~ Laird 
Sales Contactor 
Tha Upjohn Company row ie aan ose ae ae i eee 

380 North Cahuenga Boulevard.: <7 -' rie age FEST SE 4 
Los Angales,. California are, 3 ‘ ; 


Year Xen: 


I an. writiaz eh: reg oud to-your letter-or June. 24, concerning the develop--_. ,: 
ment of severe + oases and suspected coli*i> in a fewals patient folioving 

Lincoe an: ie anys ee Freier age: Ties fo Notes, lag mre TRE ads ara ly ~ 
AS you know, ‘ reports of severa and/or prolous &_diarz ~hea ie be en. received ’ 
ta association: with lincomycin usage. Occasional reports involving. colitis ._ : 
ave also coma to our attention. :There seems to ba little doudt:that eed . 


Liacocta- ean, in a manner not yet known, cause severe diarrhea anc an : 
inflased bowel. :. Investigations-to date have reveal2zd only.negative inforza- 
ston. Lincocin does not. seea-to enuse a malabsorption syndrome,-as abnormal 

carotens and D-xylose tasts have not been repotted; 


as 
sistent! correlation betweea diarrhea and alteration of “fecal flora....It: is +. ~ 
chousht. that:-Lincocia nay have: a direct irritating .efiect-.in certain wee 
putlents ew oe FET WOES Ve ek AEE oe ae ad yaa ee Tees 
Colitis - tia ‘enamersnes. has + sasakaee been treated with Azulfidine, low poeta See" 
residue: pret and. anti-s peamodics- follcwi ing Lootar weenie of the antibiotic. SFr alba: th 
zhe oxtacenes of a WBC: of- ‘19, 000 tn the : pats ent outa point to possible ©. «0° ¥?-. 


anfeactious en 


Wea vould fe intsrestad re receiving 2il the available information 
: ixding this matter. Of particular interest would the appearance 
52 tha bowel, mucosa if sigmoidoscopy was. done, d 


t jatary.habits of th 
+ riane ‘nad concurrent medications iavolyed.dusing tha course of .Lincocia 
sherapye: ty , este ater oe Sag ae : ‘ 
iz Mx. Satevich can procure this information by having the enclosed report °° Loy 
form completed, all well and good. Is not, we will aw jait further’ facts - ocr ek 


xezarding the physician’s name, etc., so we may contact the: doctor directly.: © 2% "r. 


Vary truly yours, 
fg eth _ ‘FBR UPJONN COMPANY (9.72005. 
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Dlvision of Medical Information | Sel? 

Bureuu-of Medicine Se 

Food and Drug Adsdndotration 


Wasnington, D. C. ae. ah : ok baat , E 
| eae Rey Laneocta ¢47” 
es oe ' Case # 64 


With reference +a our letter. o? December 17, 1968, concerning. ‘an. ge Pia ivan ates 
instance of 20lit41. following the administration of Lincocin, we are : Pee | 
enclosing aaditione. cima tocar received ates Laare reporting physician, * aGaet fa ata 
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Tais report was subai.tted vy} Mark F. Moots; MD.» 515 3ra ere 
Canton, Ohio. : ' ae ; ad 


Very truly yours, 


HE UPJOHN COMPANY. > 
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Toward H. Angell, M.D. 
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Food and Drug Adainistration z a 
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Re: Lincocin Capsules 
Case # 604 


Z Pond F ! s 
With reference to our letter of August 5, 1563, concerning a 
resort of 1413 in association with rari therapy, we are 
enclosing wlitcional information. t 


d 
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This report was suomitted oy Dr. A. Lazarus,; L400 Lelay 
“wiimington, Delaware. . i 
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Very truly yours, 


MIE UPIOM COMPAIT 


Soward Z. Snzell,. M.D. 

Caief, Drug Sccerience Section 
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Patient had an upper respiratory condition with cough, sore thioat, nasal : 
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congestion three days prior to visit to office 1/14/66. f C |. 


DRUGS ADMINISTERED DURING PRESENT ILLNESS 
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Patient described the pain as constant aching. 


° Patient called the office 2/1/46 comoluining of diarrhea and lower 
cadormisal pain, te was given Kagpectate and Parigoric was praicriged. [his 
failed to relieve the condition. He was.seen in the emergency room at the hospital 
2/10/56 and Lomotil tablets 2 was given every 6 hours. This did not alleviate the ore 
condition, The patient was hospitalized"2/15/66. ~On-admtission; ‘he hada temp: of - nee eee 


FINAL 192 °° Proc toscopié examination revealed métked tema of the rectum and lower 
sigmoid with the mucosa almost completely covered with small pustular ulcerations. 
“The patient was started on Mycostatin 2 tablets ‘Tyi'sd. from’ 2/t1788 thru"2/15/66 . 

The dewse dose was redueed from | teblet T.i.d. from 2/15/66 thru 2/18/66, The 


* - potiert obtained marked velief within-}2 hours of initiation-of this therapy. He-was 
also given nothing by mouth and fed intravenously for 48 hours. 


TORR BE Rye Fincl Outcome: No sequelac. 

On 2/AS/SA the: proctoscopic examination was repeated and the rectal and sigmoid 
mucosa wes completely noimal, No other factors, in my opinion cone 4 its 
_adverse action, 


R. D. Morgan, M.D. : 207 S. Market Street, Aladion.| 
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MEDICINE... 
: ‘ : OSSIGNEO FOR HEALTH... 
PROOUCEO WITH CARE 


@ THE UPJOHN COMPANY 


KALAMAZOO, MICHIGAN 49001 
TELEPHONE (616) U45-3571 


= PLAINTIFF'S 
oe i EXHIBIT 


Gentember 135, 1250 


Chie? 

Adverse Reacvion Branch 

Division of Medical Infsrzation 

Buresu of Medicine - / 
Food and Dru; Adnlnistration J 4 
iasaington, DBD. C. 20204 — Rae, 


Pe: Lincocin 


22 ils wace to our letter of June 23, 1506, concerning 


a! . ® - TD. ra a > a - teas - 8 » - >t 2. borer) -\ oe 
= repurt from Or. &.-D. Mitehn, Seely-iinith Frofessional Buildins, 
*) TT. ~—_'- % pe . -"} + ote fa sees 2 08 os way “Yee wa - 
205 torts Boulevard, Galveston, Gexas, that some of his catients 
: : 
pane ~~? anrrst 7 Pie > anata &t 9 ret ad semen es - ” Arad 
exnerienced colitis rollswing the adiniaistration of Lincocin. 
ote nN ° 64 de ~ . . - % oy oun jes ’ . = rr teades 
Repeated attempts to ovtain Purther inforration concerning this 
ne ar, nee ‘irebt te) 8 
report nave seen fruitless. 
IP \- « y- oe ot ~ 
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sity : , 


August 25,1566 


E. D. Mitch, M.D. 

Sealy-Saith Professional Building 
2900 North Boulegard 
Galveston, Te:as 


Lear: Dr. F ten: 


Recent changes.in the Federal Pood, Drug and Cosmetic Laws 
require that we report promptly to the Food and Drug Admin- 
istration all instances of adverse ervects folloving the 
use of our preparations. We would, therefore, inoreciate 
receivinz your report concernins instances of colitis in 
patients on Lincocin therany. For this reason, we ar 
enclosigg another Adverse Druy Effect Renort form, wn 
ve would appreciate your Pilling out and returnin::. 


Thans you for your cooperation. 
Very truly yours, 


TIS UPJOEMN CCOMPANT 
Howard H. Anwell, M.D. 
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MEDICINE... 
DESIGNED FOR HCALTH.. 
PRODUCED WITH CAPE 


Re URSOHN COMPANY 


4113 N. CeratidaAt te xtere WAY 


DALLAS, FEXAS 
TELE PHONE 


Area Code 214 


« - TAylor 4-3027 
June 20, 19656 


Howard H. Angell, M.D. 
fhe Upjohn Company 
Kalamazoo, Michigan 


Dear Howard: 


A Galveston internist has recently commented on the high 


incidence of diarrhea From the use o£.oral Asincocin. Proctoscopy 
examination of two of the diarrhea paticnts revealed a non-specific 


ulcerative colitis. ‘the physician has reported to our salesman 


thal in these two palicnts there was no evidence of fungi. or ameba. 


the colitis disappeared within a weck. 


Th: doctor is interested in knowing i£ the ulcerative colitis 
could be due to Lincocin therapy, and he would like very much to 
have some word from our medical department concerning this. 


Howard, we would appreciate your communicating directly with t 
following physician in regard to his inquiry: 


~~ 


BE; bb. Futch; MD. 
Sealy-Smith Professional Bldg. 
209 Tort BIiwa. 


FARO, Ras 


Sincerely, 


te tee AANHET 


cdt 


Oe Ge arrest 


t. ITEROF PACE TALMORANDUM 


~ wre rears RE CE Ge — EArt ae et Sa ort 


TO: Le SUBJECT: Colitis = Lineoctn PLAINTIBPR’ 's 


ee XhiBIT 
; OW ~<l 
NO. 


FROM: H. H. Angeil DATE: January 15, 1968 


o 


Asa result, ot information received from our Kalamazoo salesman, 
Mr. read Gmith, I talked by telephone with Dr. J. William Fry of 
1621 Whites Road, Kalamazoo, Michigan, concerning a patient who 
duveloped stin rash and urticacin wes were slitis following the 


ndministrution of Lincocin. 


The patient is a pegged igs ed ND boy who wus first seen by 
Dr. Fry on July 10, 1967, presenting symptoms of sore throat, 
Peiver und headache along with acute nasal conection. The boy 
received an injection of Lincocin 600 mg. intromasewls 
put on Achromyein and Disophrol orally. ©: unc 23cn of duly, 

he wus again seen, at which time he had arthralgia and a generalized 
erythema suggesting erythema multiforme und urticaria. He was 
treated ut this time with Depo-Medrol and Benedryl. 


and 


On Uctob-r 7, he developed loose stools with some blood in the 
stools. Since the patient had a history of amoebiasis, he was 
proctoscoped and ulcerated Lesions of the bowel with punctate 
hemorrhajre were found. Although no stool cxaminations were + ald, 
because of the history the patient was placed on antiamebic therapy. 
However, he grew progressively worse during the month of treatment. 
At this time, he was placed on Medrol Dosepak and antidiarrheal 
therapy and finally there was slow improvement. When the bowel was 
re-examined on November 30, it appeared to be normal. 


[te seams very probable in view of the patient's history and the 
nature of the: Lestonas that this colitis was amoebic in character, 
even thoueh no laboratory cvidence of this was obtained. 
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MEDICINE... 
DESIGNED FOR HEALTH... 
PRODUCED WITH CARE 


at 


« THE UPJOHN COMPANY 


Jamary 22, 1963 
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Chie? " iit 


' Adverse Reaction. Branch peer eee aoe 
Division of Medical: Information. ee PEN on Rr ed a Peed eg Si ae 
Bureau.of Medicine's ios) tot. 0 Met" a ee oer bn dei + 
Food, end Drug Administration © Frye is : : ae poate. 
Vash nington, D. C..° 20204 - Wey Si 
‘ts 4 Re: ee Sterile Solutions 
é : : asia on : Se # “ae ; 


Enclosed are copies of records and aaa woich are submitt ced, 

in accordunce with the requircments of Section 597 (s) of the 

Federal Food,. Drug:and Cosmetic Act, concerning an instance of . 

colitis in a patient who hed had Lincocin and otner prenarations. ‘ 

a Tt will be noted- that the patien. had only ore injection oY 

Lincocin. In all nrovability, seceause of & history of smoediasis 

and the. aupeerance'of.the bowel: lesions, the colitis was amoeoic 

in neture. fithough this incident occurred several montas ago, 

{t was not brought to our attention until January 15, 1963. 


Thais revort was submitted by Dr. J. William Fry, 1421 Whites 
Rozd, Kalamazoo, Michigan. 


Very truly yours, 


TOS. UPJOHY COMPAITL 


.” 


Howard BH. Ang2ll, M.D. 
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MEDICINE... 
DOFSIGNEO FOR HEALTH... 
_ PROOUCEO WITH CARE 


Tez UPIOIHN COMPANY 


KALAMAZOO, MIC 1iGAN 48001 
TELEPHONE (616) 344-3571 


Avril 25, 1968 


~~» ‘ +>, ‘ ‘ : hihi Pl es o 
nle?: “s . * . 


Adverse Reaction Branch: PS feces eae gna Sie ta adapta STE oe eR 
Division of Medical Information #238 i201. ee BAO ne ST 
: Bureau of Medicize-. "7 a fas Seema Mane utereaea se fs a5 73 
‘Food and Drug:Administration: 9) /,fs f° 8 Peo mee) oo tae 


" Washington, D, Co, 20208 lah ae Safle ane gh) Te 
ie Re: ° Lincocin Capsules 
Case # 55% 


, 


With reforence to our letter o? Yolruser 13, 1968, seantintne a. 
recors of diarraesa. in association with Lincocin therapy, we are 
enclosing ucditional intornmation. It will be noted that this 
patient had had evidence of proctit is with ulcerative polynoid 
mucosa prior to the onset or Lincocin therun,. It is extretu 
coustful that Lincocin played any role in this patieat'’s proctitis. 
The reporting physician also states that in his opinion the patient 
has personal sty Characteristics compatible witha ulcerative: colitis. 


Tais report was: suomitted by Dr- Rooert G. Collier, 307 North 
Jackson Street, see tae Montana, 


' Yery truly yours, a et 


TS. UPJOHN COMPANY 


Howard 3H. Angell, M.D. 
pio 
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2 Teumary 13, 1963 


Rn. G. Collier, M.D. oa 
ST Hoeth Jackson - “Seget gM ieee 


Zelena, Yentara rg ep YF na 9 
‘ ; “ Anes fe Pens F st ‘os : ‘iy . 
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I 22 writing vith regard to our phone conversation of Friday, Pebruery 
concerning the fitty-eight-yeer-old female patlent whos experienced diarrkes 
mh olltis in assceciation with Lincocin therapy. 


> I mentioned over the phone, prior reports of rather cevere diorrne: an2 
aciwte colitis have been received. ilthoush ve are ensoged in projects 
tesigned to reveal the mechanism for this type of response, our ei/Torts 
ive teen unsucce-” ful. 


A 
‘3 It is imteresticg to note teat although s ismoidosacopic examination of tre 
cowl bas revesleé a pictwre siniler to ulcerative colitis, the clinical 


@ ucurse of the process i3. not typical of the above disease. Cn the other 
hang, these patients have usually responded to Azultidine end steroids 
“nen mors cons exvative therapy was unsuccessrul « . © 


Ia accordance with ou phone conversation, I am esclosing © blank «dverse 
Dou Bflect Report form vhich I would appreeiate your Piliing out arc 
cohuring at your cerliest cenvenience. 


tanit you for your cooperatiomiin this matter 


‘ 


+ : « » Very trely yours;. 
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MEDICINE... 
DESIGNEO FOR HEALTH... 
PRODUCED WITH CARE 


PPM. (et6) 442 4000 


72738 Reaction Sranch 

i-vvision o£ Madical Information 

urczau Of Medicine =) ay ‘ 
“ood and Drug Administration -: oy Salles i 
vihtagten, Ds-C.. 20294°:" ; es ; 


Re: Lincocin Capsules & Sterile. Solutions 
ae eae Case-# 747 
neloswed are conies ot' records and reports which ara submitted in 
wiuordaince with the requiremeats of Szetion 505 (2) of the Sedaral 
‘ood, Druz and Coumetle Act, conceraine an instance of dLlarrhea with 
rollecia. ta a 49 gear old female in association with Lincocin therap7. 
Via report way adudualcted dy Ye. R. oH. Wait, 204 Yedical Dental 
ildline, 1120 ‘fates Street, Victoria, 3B. C. 


Jery truly yours, 


THES UPJOAN COMPANY 


Howard H. Ansell, M.D. 
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UPJOHN MEMORANDUM 


Side Opeordivatogyear bincoein ~ Colitis 


Addressed to 
Fron: Date:. 186 jsarcr. ‘66 


R.S.tlaines 
a 


Dear John, ; 
A —~ a5 8 
yide 


I have today seen Dr. A.N-Hill of 224,Evelyn St. 
S.%.8- who has disturbing reports ts following 


Lincocitn capsules. 
4 cases geveloped severe diarrhoea with blood; 


stools, pus end mucous on nbout the thiru day of treatimce:..% 

end all showed ul¢erration of vne oowel on proctoscoyy. 
fhe fist patient, a girl of 20 also had 3 

sigmoidoscopy woich snowed ulceration up to and beyouc SMe» 

ner diarrhoea lasting tor igweeks. 

Dr. hill is in my opinion one of the most c 

nt GP's. in 5.EeLondon, only the fact that he has hed thn 

such cases has led him to believe tnat they were not true 

ulcerative colitis. he has not regorted +heseg occurrences 

pefore to anyone except that the first potient had to be 


admitted to hospital. he will proviae full case histories if 


we would like. He Still uses Sterile oolution., / ‘4 
ey oe ~~ ig Mow, YG 7 
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LINCOMYCIN 
were hoe NO NON alah oll a NEO ik, Sinai apemmnnimia 
r) Clerk "a4 | mu | 
sinusitis. 


\ a dbe 
& Frontal 
Sinus puncture:. = 


‘sinusitis and fluid levels on X-Ray and 


Many years frontal 
DRUGS ADMINISTERED DURING PRESENT ILLNESS 
ae DURATION OF AUMINIS 
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January lst 1966 
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Se Rens, Ce eee 
attack. ; 


; ' ms i Nil in present 


ere tar 4 a - — ‘i - Ss gt eo ON ce eee ee ar ii! ee ee ee ee ae Se 
ate. sibhaebt Diarrhoea Gross Proctitis (8 cms) 
ors o at ' st = 6 bs 2 ~ apt Tes ae sae a Saeko ee ee a SS oo oe ees — 
een a Se Arent Nil except negative stool pathology. 
‘ ° we yd l att yyy tLion five ° y i ; 
| at 2 EEC See ee ee ee ae re a eg ve 
Final ou room. | [ ] dull Under Observation [x] No Sequelae 
\ ne enue ae aE Le a ee ees Cn 
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re wee rrr tee OCCUFATION 


Clerk 40 | F 
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Frontal sinusitis 
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TINT OF Pur eee key 


a) ; ; . 
2 year history of recurrence . X-Rays not done but clinically ho -douhbt. 
Cleared before on _inhalations and Tetracyclines. 


DRUGS ADMINISTERED DURING PRESENT ILLNESS 
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DURATION OF ADMINISTRATION 


T n 
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HANS O auE } DOSAGE a 
ee ! r FROM (Give Dote) | : TO (Give Dare) 
—_——— 
; 500 mys. t.d.s.| 4.1.66. 8.1.66. 
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DRUGS AOMINISTERED DURING PRESENT ILLNESS 


— _— a 
DURATION OF ADMINISTRATION 


— ne 


acct, OF OBUS DOSAGE : : 
FROM (Give Date) ! TO (G.-¢ Darey 


Lincomycin 500 mgs. t.d.s. Dec. 17th 1965 | Dec. 2lst 1965 


pce aaeen 1 canoe eek eieie SE ee SEPT ROR ae EE Noe nner eo 
: 6. pavers VR Er GTS Diarrhoea with blood and mucus. Yeoctoscopy showed severe proctitis and 
Siynoiduscopy to 15 cms. showed pus filled ulcers. es 2) 
eee ee renee TUBER ss sani a es zs eRe ease Se TAREE RE Se One a Ree. se en ya e 
- eLLUOMES AUR ESe ROR TOES Ab. 89% . WBC Normal ESR Normal 


‘| Swab for ulcer. B. Coli and Strep. Faecalis. 


~~ ‘ v ome net 5 meg _— eae eee ae a ea ar aa ait wi oat 7 ie oh ah gh iin 5 Ht eh ST oe 
weet Cross diarrhohea as above teeated wl th Knolin and Moerrh. as Cieas 
annemaun @ = ~-- A CE ee TD OEP —<--- - — = ---— —- 7 Nh th 
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Final GUiCOmt * [x | Still Under Ooservanon f | No Sequeloe 
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‘ \, ; 
{? «- ‘ — pian one ™ - anaes er ee Seay me 2 ae ee a nilghe 
” © . at @a*t » Chere ee Torare SRE EEIC ve Je . 
i Be UNSER TS Bowne errr None - “tendency” to ulcerative coli tis not cxcluded. 
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SS ne ne 


il (over 5O patients so far) some form of 
from 3-4 days of loose stools to almost prostration from 


nen. There hive been no deaths but I know of two local 


Lner EMT man's) who had cold ugelutinins found while 


tin) was withdrawn. | 
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THE UPJOHN COMPANY 


MOLAMALOO, MICHIGAN 


January 12, 1966 ; 


Raymond FE. 
Division of 


Bar ailei, M.D. 
New Drugs 
AnvGiviotic Drugs Branch 
eau of 
rood and Drug Administration 
D.C. 20204 


Vy ps0 fad toed 
s3Ur scdicine 


Washington, 
Dear Doctor Barzilai; 

Re: Lincocin, Capsule 
Sterile Solutions 
in accordance with 
PederaLl Divs: 


WO Jnve recelvad 


4.7 a Fearn . ‘ed 
tiie vequirencnts of 
. eI moar 

and Cosmetic are 


= i Voaeh ae 
anacsmation froa De. EB. he 
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MCOICINE.,.,. 


OCESIGNEDO POR HEALTH... 


PRODUCED WITH CARE 


& and 
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you Shc at 
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inncaster, Wayne, Pennsylvania, that he has encountered some 
. ° aye. " ry se "5 " a fal * . - y + -5 ~~ - wie 
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he has 
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Nu 


cots Théo oP. . 
With Lincocin. S115, On 
c Yay “-}5 

oecen oy ovnce 


course, 
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we o te Inn on%a 3 
We have not been able 


this physician. 


Vex oy i truly Yours, 


au aul 1M CxXCCGS 


to ovvidn individual case reports from 


M.D. 
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“O63 UPdOM: COMPANY 
howverd YU. Ansell 
, v ? 
plp 


Pnelosiwe 


: re ose OF Gun i Pe ie Severe bark 
(Sa or __|2, Uleerative colitis 
etaTIVN OceUM ros aad 
dad 1 _Housewlfe 
-'co 
unont tis 
it 4k days. Discontinued _ond res resumed it 1 or 2 days 
“7 oF vaant my thea or 
_ Refore end of the course she ¢ 
- excoriation, etc. 


=. er Dasrrhes 1-1-66 


= Se oe eee 


bus ans 


eer ttt 
| M 


Was put_on Lincocin 500 mg. orally t: tid for 5 days, but t. 
3; resumed it for 5 


developed diarrhea. and severe pruritus _ 


Ks ‘i Ve to DURATION OF ADMINISTRATION 
NAVE OF DRUG | DOSAGE r amas Parone roe inie Ie TO (Give Dare) 
- Tincocin ._____|500 mg. __|__Ree._28,_1965 __|_ _Jan. 1,966 then 
| about Jan. 2 or 3 to | Jan. 5, 1 1955 

_. Rreatment_- Mycostntin 500 me. orally ajc 
_Pucida_Tadlets ~9raL)¥. Nu caine Oink by pile pipe and on_skin about snus. 

Tou Seihdue ¢ diet, Librium 5 met aid which she tolerated before this time, 
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Het CAG THtnaer 


' rien vitive ine) 
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-11-66 _and_3-8-66. 


diverticr 
EVI C AL. Corder 


CP ADV tte. bere 
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mie Guvelorwanr 


NC) om THE Arey) 


imtLignency nor ulcerative lesions noted. 


tion. Very slow clearing of 


Lae We OTS «.. hae 
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wodesr 


F ino Than sheers e 


> we ag This AlvRmit CAFECT! ‘None specific except as noted rvove uncer 
istorst' « ie L_of fice. .cxom was 10-6-66. -_pruritus.finelly_cleared._§— 
nitive to watch. Sorry for late report. 
ot lents much mildax, diarrheaand.; ruritus. anieve.....,- chelates aihcabumiats 
Shenley H. Brown, MoD. | Bol W. MeNtchols, Rd. Netroit, -Mich.. 10>: 29: 68 


ee ae _showed a swollen r 


| cune be mi 


btetrac yolines 5, labafax_(Surc. lubricants dl) and buttermilk, _ 


Is very nervous anxious obese patient. 


rectal and, si, 


Ba. enema x-ray studies 3-14-66, showed spastic colitis. 


_No_ evidence of 


__No dilatation of colon or abnormality; 


ucosa and the _ dlood 


.pruritus_clLeered_and_recumred after lasting at Lixst ncarly ___ 
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MEDICINE... 


DESIGNED FOR HEALTH... 


PROOUCED WITH CARE 


THE UPJOHN COMPANY 


MALAMAZOO, MICHIGAN 49001 
Mich erP1sONE (616) 345-057) 


oveaver 19, 1°66 
Chief’ ; 
Adverse Reaction Branca ni SP 


Division of Medical Inforzetion 

Bureau of -edicine 

Pood and bDruz Administration 

Washington, D. C. . 20204 g 373 
n s 


Cassuies 


—_ 


Ae Re: Lincoci 


With refereace to our letter of dune 14, 1566, concerning an 
instance of dizrrhea in a natient on Lincocin therapy, ve. 
are enclosin; additional informetion received from the physician. 


ubmitted by Dr. S..H. Brown, 854 test McNichols, 


& 
Ba 
*. , 


Very truly yours, 


THs UPJ CoOMPAaTy 


Sovera H. sngeil, M.D. 
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reed Cleeve ) ob of CVELO 1 sive thrombosed Int. &% Ext. hemorrhoid 
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. e i ' . : ° : sie . 
‘ Lov ys velabliive, ited cosinophilian. Sifrmoidoscopy Severe ; ese 
, 3 are 
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: i Int. be hi mrnowads. Masiive diarrhea wilh pain; 
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MEDICINE 


DESIGNTO FO? HFALIN 
; PRODUCED Wit.t CAMEL 


THE UPJOHN COMPANY 


HAL AMAZOO, MICHIGAN 
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Chier 


Aiverse Resctlon Braach 
Division of Medical Information 
Bureau ot' Medicine y 


Food snd Drus; Administration 
Washington, D.C.’ 20204 eer 


Re: Lincocin Capsules 
a ———— 


e is made to our letter or December 23, 15 
Y dlerrhea in association with Lincocia 

i letter to you, we have received furth 
concerning thls report which we are enclosing. 
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x ae This revort. wag submitted oy Dr. D. B. Cameron, 3503 Verriy Street, 
. - sage 
Mount Rainier, Merylanc. 
Very truly yours, 
THS UPJOY COMPANY 
Hovard ©. Angell, M.D. 
Lia 
Leda} 6s 
. 
o Sele eed <a Ne pl NG RE RCT EGA EO COC OLLIE: LOTT ES OTS OF BP GOS SOS YO IN Se Te RD 8 6 RE Re nn RE 
CANA Fe ori mr : * DHIRT and ais / 


WAS DOSE REDUCED? aie 


If reduced, dosage Discontinued completely ; 


__Did side effect disap ear after reduction? ( ). Yea. fC ) me, 


WAS DRUG DISCONTINUED? (- —) Yes 


If discontimied, “aid side’ eff'.ct Aisappear? (Yes Yes 10 


~ " “""“T¢ yes, was drug’ relntréducea? ate AA oe ‘(No_) No. 
_If yes, did side effect reappear? Cy we £-} we... 


What other measures, if any, were effective in controlling side effect(s)? 


At the sign of diarrhoea opium tincture, Kaopectate 
After hemorrhage &.intolerable tenesmis Sedol gr.4 ¢ Atropin gr. Yhkoo 
every 3 hours. Rheo-Macrodex. Steroids I.V. Corticosporine I.M,. 


a ee ee Lr ~- 
— 


® Approximate number of patients treated by you with this drug. ; 


Very fow - 2 or 3 at most. 


Additional comments: This patient left the hospital on the 7 


post-operativo day. The wound healed by primary intention. He 
‘ was rehospitalized as an emergency for giant urticaria and edema 
of tho glottis. At that time hoe was taking an anticholenergic 
and anu-antacid with sippy..#2 diet .for .the..treatment. of. his..ducdenal. 
wleor. Three days before second admission he stopper all medication. 
Fivust allergic reaction - hemorrhagic colitis’ 
Second reaction - giant urticaria. ; . 


P ‘ 
- 

oe awe ce sommes &; 
, * 


Liynature o: of “Repor ting ; Pays felon: 


"Laurent Michand : “M.D 


fine : SIDE EFFECT REPORT P 


THE UPJOHN COMPANY OF CANADA 


€ Lincocin ; Bs 


Pherae: OE aa Engin sctacintn necator incense pete sienlaecinhaieeesianeniageginctin 


Nane of Reporting Phy: sician: “Oe, Laurent MAcheus., 


565 Commerciale St., La Tusjue, Queboc 


TN 


Patient!’ 6 Identi seiabaekaash hee Only) Sa aeeeeail 


Patient 's | Age: 2h a Sex M Hetght_ 612" et “Weight 210 


Address: 


Primary Diagnosis: f *Pilonidal riaraict 


Pertinent History:.. _.Uistory of dy iioden | ulcer without complication 


: . nin .? . 
for sevoral. years. -: Purulent rcocurrent discharge arising from 
a coccygoal abscess for several months. 


Duration.of illnesa:......-. .... Specific Indication for which drug was used; _ 
ae Several months —"" °” "purulent discharge arising ‘from * 


the coccygeai region. 


| Concomitant therapy: . _ 
Mylonta (Parke Davis) - 1 tablet with Lincocin per ‘os. 


Sih calemnmanebed sthiiintiinnssi ee) 
Describe olde el e Svs ov vide effect complex: 
Uy pierrtpre roteulsis followed in a Cew hours by Crequent diarcchova 
wilh Ligubked stools. Finally rectal tenesmia, intestinal. 


cramps, meleona, Intestinal hemorrhage, state of profound shock. 


How Jong ondrug When ~~How long did side effect last? 7, 1) os 


Slde effect appearcd? ‘ 
Lincocin 500 meg. gGotede x ” days - 27-30 Nevember / Lincocin 500 mg. q- 


Lincocin 500 me. bt cd. days + Nov.30-Nec.i x 48 hrs. Dece.2 & 3 
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MEDICINE 
DESIGNED FOR HEALTH... 
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